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^ F 

-tta; ( I ) 

R 1 (X 1 ) nl (X 2 ) 1,2 (X 3 ) 1,3 (X 4 ) n4 (X 5 ) 1,5 (X 6 ) 1,6 (X 7 ) 1,7 (X 8 
} n8 (x 9 } n9 (x 10 } nlO (x ll } nil (x 12 } nl2 (x 13) nl3 (x 14 } nl4 (x 
15 } nl5 (x 16 } nl6 (x 17 } n!7 R 2 (I) 

{5£cK X^X^fcitfn 1 ~n 1 7CDtt3ft<Z>filiB&-€-ti^tlX i feJ:tJfn i ( 

fcl««S©#3M*:3i-r. nittOifcttUHU (X 1 ) ni «. ni = l 
T ' x'-ttlB^&SU ni = Ot'fcSS^ n i = 1 

t** 7~i t^^sx^mu aiRanfcx 1 ^ i ©/Jn^jwicm^t 
•r., #gB#i#, x 1 ~x 11 ^e>3gtfn««nx p usu pjii~i i#e> satin 

-5) lWfg«i:X 8 ~X 17 ^^^«tlS^«X q (fiU qtt8~l 7fr 

&*<z>£1-£„ R 1 tiS^*jL<ii#smT;i/^^>r;K e»*>L<ttMSiy 
;h3^2/^j;i/7K^;k l < te#smr tit, 



^I/^-r.>, vJx^izU>, a-^^;i/-fei; * fcfcj: 3-fc: Ko ^ri/ZfU V >, 4- 
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. 0.-7 J 4 vzf $ym. p-ytuzfumi/T^—y. p-pu d77-x 1 
-7 ^ J i/#w<y$y-i-jj)itfyw& % 1-7$ J-\-yi; u^-^yitjji^ym 
, 2-7$. J-\-*s>7U^yzy-ti)\,i$ym. t-^yi;*/>, yi^yy*/ 

„ 2A-V7S. j -fzym.. 2,3-i/75;^D^>t, 

Sfcttyy s/^&sfeu x%i?y>, xi/t-x afc^e-fey^, a-*^;i/ 

^<—y^ ^ Tx/\°^^r>^ xft^^oi/*^:/^, >r 

& y^>, 2,4-2*7 ^ >> ^^a*, 2,3-^7$;ynw>i, 

Vymz&ls, x 5 ttus;>, tf/i/-^>, 2,4-^7^ 

, 2,3-£/'7^ y ^Dtf^->^ p-7^7i375->, *fett^US/>S:* 

U x 6 ttus?x t;i/=^->. 2,4-i/T^ y 2,3-^'T 

^-77-X 2-T^y^S#^, 3-7^ 4-7 $ J 

3-7$;^f;^Jim ^nyx 3-hKn^i/7"nux 4-tKn^r 
^7"D'JX L-1,2,3,4-5 1 h^t: Kn>r y^py U >-7-^;i/tK>®e. S/*^>f> 
, ^^ES/^-^-f ^-^5 ^ >, 2,3-i/7$ J h?7tym. 2A-V7 K J 7 

*yW.. VVy, p-75/7i-/i/77-x 7x;t7^>i, >f 

;v#$.ym, >r vr^^9=¥>Sfc, ^y^H^>i« 2-y ^ y 7^h°>$e. 2- 
7^y*^y>^> *fett^y x 8 i$tni* *y, 7x^7¥>, 

:>*-7M>. ^^i/^f'f^, 77,n^^yW.. yji$$yWi. 

fc^tfivz $.yM. <<V77.rt^3rym. 4 vffr* $.ym. 2-7 ^ J7V\£.y 
2-7^;x/<'j>s, j-K—^-y. vvy. 2,4-^7^ j •?* ym> 2,3-p 
7$. J zfu \±ztrym. p-7 5; J 7irji/75_>, -fe U xu^- — jfc^E-fe 
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IE, ^*^Mti, rs?fcr>Ifc tLfr&x^v ymz&v. x 9 «-tu>, ^ 

2,3-i?7$/^Ot:^>^, p-7U7i377-X 2-* 

7bwm. yw>m* aitis-a^v ymzmi^. x 10 «-feu>, *u;r->, 

4y. ^—i/^^y^ yx/^^^ym* ?Ji/9$y&* jfc^^;!/* $ >8k <iv 
7^^7¥>i, >fy^i/^^>i, 2-r^yr^tr>K, 2-7^ /x^u >®e 
% *;v—3-y. v*?y. 2,i-¥T$.J-7*ym> 2,3-pys. j -fu^Ttym. p- 
7^;7x-^77-x tfVi/y. 2-*;v*izfb£&^m. 3-*;i/#7h^a 

ifyi-ym. 4-*)v*>7b-?*ym. *frj]-j'hwm> yv\£ym. ^fc&^y 

ymzmis. x n i$±vy. *is7t—y^ ft^izvy > a-;*^;i/-fe y >, tF 

2-r^^r^t:>^ 2-y^jx^vym. Ttiv—^-y, vt/y, 2a-pt$; 
-f^ym. 2,3-^7 ^ j -juifJtym. p-7^;7i-;i/77-x tfVi/y. 
2-*;\sjtj-7b£M>mm. z-*fri3z7b7u\Urym. 4-*fls*t7b7 r *yWi. * 

jvjj^bmm. TV\±ym. ^fcii^y >^&*u x 12 &y^>, 7;^- 

y > j-fr—^-y^ 2A-Vr ^ J -f^ym. 2,3-*?7 5V 7u \£*ym. p-7^7 
7in;bTv->, ^fcii^'y i/y*mL. x 13 iz\zx^i?y. y=? — y^ 4-^ 

77-x a-^.^;i/ir y 3-t Kn^pi/ 
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v7}\s*^ym. 2-y^.jyv^ym. 2-ys. j x^vym. vs? 
> % 2,4-*;7$;^>8, 2,s-prs. j -fu \?*ym. p-r^;7i-;v77 
— >, *fcj±^u Z/y&mL. x u &vvy. yjv^-y. ar^-^y, ia-V 
y^j-f^ym, 2,3-j?7 5;^nw>K, p-7U7i-;i/77->, -feu 

Kn#5/^n>;>, S/*f->f>, ^^f^x y^A^^y 

. 2-7$;7^e>H,.2-7$;x^'j>i, zir^x 

$4xT%J:<, X 15 liUi?>. 7;i/3r — >, yfrfr—^-y^ 2,4-i?7^;^>i 

, 2,3-^7 5; y ^Uif^-ym> p-75;7x^b77-X Sfctt^U 

U X 16 H:n>f 79->, 4-^7!/U JV7=y — y % )\,Y=y — >, 

-fvn^e/x y;i/n>ft/>, ri^n^f*/:/, Ay>, 0-7^ — 

js OD77-X 1-7$ y Z/?w<y$y-i-it]j]/j8ym. i-7$J-i-i/9 
v\5-y-yjj)i7$yM, 2-7^ j-i-*/#w<y&>iijitf>m. t-^f^yy 

v*?y* 2,3-i/'75;yDift>E 2,4-^r^y 
p-75;7x^;i/77->, tfjist^ym. 7*>rt?*?>Wt* fc=Etf 

u <&#fim 7 7^;> fi^feb<ii^giir;i/=3r;bT^y. 

T^^^, ££0? 12-7$ y K«r*>8f?^&3Btf*iSftjK©«a6^#iDS 
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[ff^2] 

3S^«l3t^X p i3J:^X q ©^TS-S. S-CH 2 -S, CO-NH, NH- 
CO, O-CO, £ fcttCO-OM^K: ±oTJ^J«S*l*»#^l|B*©ail^# 

x p ^N^^©ge^J*o^*T^ y , x q #c^j^©gB3OT®^*-e& 
x p #n^j^©@b3OT<z>^*T'&i>, x q ^c^^-efes»#^2saa 

X p ^N*^iT^U, X q ^C*ag^©ge^Jtfi(Z)^STfe§«^2fB« 

x p # x 8 t? & y , x q # c T^sg^a t? & s » 5 umnwRxm. zn-o*? 

o] 

X p #X 8 T?fc»;, X q **X 14 T'*>^»^«4fBtt(Z)^«f^$:^o^^ K* 
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l] 

SBJU##1 6-2 1 T*Si£*U BB#|tfU 1 &Cfctt-5 X^as 
[»#3C 12] 

8^4-7^3^ mn*. x'-ea 3*1* 

[»9!CD»i||II&SiW] 
[0 0 0 1] 

^■Ktt, P53 5B«©C5fc*5£#©H!?!U K3E*S:3!* A 

b£@g#I£^-<D£Mft*i^£U ^C<feoT#MKl DNA £(Dffi&tfejjZ&; 
ofc^M P53 LT*<D<&mW DNA KI>rr&l§£-?Stt& 1111*3 it &. £ b 

jcK^^Ftt P53 &&&<Dm^zm'&2i±zf~toi&o)mmmtLxjimT*$> 

[0 0 0 2] 

estiTfey. ±T<Dm&m<D 50 % jeuh-e p53 mfc*e>&mtf&&-t2> 

^.btlTVNS [it-* m>X (Science) , 253 #, 49 K (1991 ] . £ fe. 
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^■V- (Nature) , 356 ^, 215 H (1992 *£) ] „ 
[0 0 0 3] 

«^ p53 ©£Mfc£4^f$&sm, mffitf dm mmz&vfcmz. n «ff 

Gl &*C#it3i±£. 2) TJKb-S/^ (*MS3E) icr&I^itS, ^T*&»J 
. ^MfcM^tiS^MM p53 ^lii*i£©tg;fr#3c*>*iTv^ 0 IEfl* 
P53 gfif (JgHtfe P53 P 53 ##3KLfcfifiK©3fci*T?M^3) tt. ^ 

bjtMCfcoTSfc C"fe;b (Cell) , 78 543 % (1994 #0 ] . P53 Ckot 
*5¥?Sttfl: 3*1* attest LTli. CDK ^>fclf#-<D p21wafl, GADD45, bax 

t-£:#A£>*lT^"£> Ciz;i/ (Cell) , 75 817 H (1993 ^) , M, 71 #, 5 
87—597 M (1992 *?) , 80 293 H (1995 *f) ] „ 
[0 0 0 4] 

z.oht=. dna ^fgtt, ^^M^tt^o-c^s^ii P53/P53 zm?z> 

, p53 ae : ?€:«ijiatcM't-ae : ? : *&acDtt*^*«. ^brk:, trnwi 
. sssa^c^^^ftijic^iTffss p53 ate^-©*A#, ^isir^ 

(Cancer Research) , 54 m, 2287 M (1994 ^) , H, 55 1 K (1 
995 *£) ] „ fc: h#M^Mr-l&K:^T*^£M P53 jft^CDHtSSItA 

#^s»-e**4:ft2i#©3*u ffii&rt® P53/P53 ©*g4££ii!*t£-&&r£:#;ig 

Nature Med.) , 2 ^, 985 K (1996 *?) ] „ U**U jftte^SSJCtflSI?- Sift 

,ftj%*£<, P53/P53 P53/P53 CD^*:®^ 

© <fc Tf-r *i * & # # ft e> *i t v % s „ 

[0 0 0 5] 

<D&<tf$x-ty* (*) «imt**^ xiz ■ n xmm^mz'pft^. it 
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^ jmommzzv P53 (D-m&Mm±<Dmttfm%z>f~#>iz, ±m<D!&mwte 
dm <Di&mmn k * a & j: oqg^ & isttft -r * &&&& iz&t>nT£>v 
, ^eo^iibT dna mm & ammo gi mw±, r^h-^^mmi)'nz^ 

&< t^££#;i£>*lTV^ C-9-^fo:>^ (Science) , 256 827 K (1 
992 4£) ] . h^T?J|£>*l& P53 © ^ >X^&^M©&I 90 X tt 11 O 
X? y>©-p*>©:n? y > 5~8 (3F> 126—306) LT£ *J. 

3K> 143, 175. 245. 248. 249. 273. 282 mtfty hXtfv h£.£tZtl. fj§ 

^"^^^7 • tf^-y-f - T V & (Biochemica Biophysica Acta) 1155 #, 181 
H (1993 i£) . 3r-Y>1f- • U-y--^ (Cancer Research) 54 4855 H (1 
994 ^) ] 0 P53 CD DNA *£-£1£«e<Z> Xtg£M&j£«f ©^fr £>. 3;*ie>*y. 
h^Tjf-/ HCjie>;ft£7^ 1) DNA ^©m«fe€>Vx{iA-/^^-> 

(3F> 248. 273 ^) ££02) DNA J@<^ig$© 

^©gcJfrfbJC*-^*^ (=2 K> 143. 175. 249, 282 *0 {C£C«5%©7? 

£#3.e>*lTt^£ (t>fx>^ (Science) , 265 346 H (1994 ^) ] 
. 3tie> DNA ^«fCMe>tl€>^M«. 1) , 2) V*r*l©»£*>, P53 
O&mmn&mW Mk 2> B tot, Zl *x *>,£g£$«||& £ V% 

«^©fife©^M{Cj:oT#^e9 DNA Ig^t^^otV^ P53 CfflStfUBLT 

. *© dna ^istt&iatts**ifcj^^ii&»5ttt^is*?stts:^"r«ii: 

[0 0 0 6] 

P53 © DNA Jg-£&0fc3-£S<»JSt2ily-Ctt, P53 ©C5fcJga£f&©IB?ffS: 
xfcf h-y't'TS^,/ * n-^l^fls Pab421. ^flOUi'g^J'gai DnaK 
#$S^SftTV*S • F • Ui^-^ (Nucleic Acids Resea 

rch) , 21 i&, 3167 K (1993 i£) ) „ P53 © DNA KHS2tfs 

MLTV^^fitC^lC^Mfcitl^'g. (284Thr £ Arg IC^M) r^T*. — gP© 
P53 © DNA *§-£?Stt#E«-f t*-f^-*- • 

(Nature Medicine) , 2 ^, 1143 M (1996 *#) ) „ Pab421 ©#A. 33<fctf A 
rg284 ©^M©^AtCiU, -§P©^M P53 gaj*K:WLTfcMg^?S't£fl;tB% 
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m&Lo Z>Z.Htfm&ZtlT^Z> • (Cancer Research) 5 

5 3490 S (1995 4£) , • (Nature Medicine) 2 ^, 

1143 K (1996 $0 ) „ 3tie>©e*l±, P53 tCjtgHIMSLT DNA 

, (Geldanamycin) tfiMftT^M P53 fc^jtffc-rs £ V* 5 

#g#&&2>\ ^©^MliW^^T'*)*;. HSP90 gfil^LT^ 

Sfc^jfc.&tlTV'** (Oncogene) 11 %, 933 K (1995 ^) , :/ 

D^-^Y • 7t"f • if • ^"$/3^-;i/ • TJl'r^- ♦ r*-^ • t>fx>7. (Pr 

oceedings of the National Academy of Science USA) 93 %, 8379 H (1996 
^) ] o aiUy^S/>«« P53 ©U ^ffclcW#i-S^*S:|JaW-r^?Sffi 

£^13. 3*UC<fc ^lllJST'^It:MtTV^SIMI P53 ©y^b$:PlS 

(&m¥ e-279441 c 

[0 0 0 7] 

P53 (Dm-t&^ffi&fc&wfflmmtLxi^ c^mo 30 r$ jmzx&z 

?'7J/*;K- U-tf-^ (Nucleic Acids Research) , 21 3167 H (1993 
¥) > *>ff^-^r-fX> (Nature Medicine) , 2 ^, 1143 K (1996 ^) 

£®C*3B©BI7!Itt3£J* P53 <D DNA Ig^Stt&IMSitSJilB©^ 
y^D-^-;bm^ Pab421 tf)XH° h-ZfT*2bZ>Z.£-frb*J. C^<Z>@B#I#3HF" 
P*U 2&£V^i3H=-f^-?? P53 © DNA ^MtffiS#Mf5^i:T% ^© DNA 

m&f£&zwMLT^2>z.£tfmmztiz>o mm. ^©xt: h->f p 

53 OC^i£^fi*0^^f KtCoV^tt, 12—15 T ^ ^ ^«<k >J £ ^ 
^F#. ^»B*fctt*#Tf»3K3*fcMM P53 0 DNA *§^tB:*7fci«F«>*£ 
V^IS^tfMafi&^tlTVNS (Cell) , 83^, 237 H (1995^) „ 

(Oncogene) , 12^, 921 M (1996^) ] „ P53 ©C^jftgl 

13 7^ y**-^^ K (nF> 371-383) #\ =r K> 273 # His 
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lC^ML£fc h P53 (#T P53His273 £SBj&) © in vitro (DftmM DNA 

fi&ttfc-»ia«s*sfcvo«^*3*ife m&mf&&M wo 96/25434 ^> 

P53 <Z>^ffi£im^3i±5£V*e>5^|lfcmb4xTfce>T> rCD^^K© His273 

P53 iejiifliMJStt&imtts**^^^^*^^**- $e>tcs 

j£lCfcoT, P53 ©C5fc»j£««k»;«;S^^K (3K> 369-382) ®-«ffi© 
(Lys381 iC^g^-TS) *yifl/>{rij3-A (PEG) 
t h*®^&3feilfflJl&$: SW480 (273Arg # His IC, £ £: 309Pro # Ser £ 

53 ©Is^JStt^lHllftLfeilV^ -5 Stlfe ynV-y (Oncogene) , 1 

3 2477 H (1997 *£) ] „ 
[0 0 0 8] 

mmtfM& is&o t~?& mmi 

*&mifimytis x $ ttsiin, P53 ©#m#j dna Etas 

[0 0 0 9] 

-«5£ (i) 

R 1 (X 1 ) 1,1 (X 2 ) n2 (X 3 ) 1,3 (X 4 ) 1,4 (X 5 ) n5 (X 6 ) n6 (X 7 ) 1,7 (X 8 
) 1,8 (X 9 ) 1,9 (X 10 ) nl ° (X 11 ) n11 (X 12 ) 1,12 (X 13 ) n13 (X 14 ) n14 (X 
15) nl5 (x 16 ) 1,16 (X 17 ) nl7 R 2 (I) 

fctt^»£©«-2S3St:* , *o niliO^feiil^L (X*) 1 "^ ni = l 



mfflE4# ¥ 10-3048845 



4#¥ 9-126113 



X*2bZ>m&. X^tlg^Sr^lU ni=0Tfi&5»#, ^^"To ni = l 
T*&3 7~ 1 ViC^SX'^U mmZtlfcX 1 *: i ©/J^V^fCM^T 

t. *BJ#J#, X 1 ~X 11 #*>atfft.63Ba£X p (fit, pl±l~l lfrZMittl 

;i/r3^rS/^;i/#— ;k tt^t; L < te#g&7^;i/^;i^^#;i/tf-;i/, 
h^i/^;i/^-;i/, £ £l±zki|i£^ U X 1 ^ 2-* ^ 

i/^-T->f>, &=Ei/*'rJ >, ^ — 5. >, 7*A^3 ? > 

, 2-r*jyv\±ym. 2-75 J x^vym. -t^—^y. y s?>, 

*^E-feU>, a-*^-;i/-fe U >, itin-tKO^i/^D'JX 4- 

, ;^;tijx y/i/n>fS/>, 2-75 ^^n^i/^, £-7^ — > 

, a-7^;>fy7'$>E uzfu bf;i/7^ — e-^nn77- 1 

-7 5 y ^^□^V^^-l-^;!/^^^, 1-75 J-l-i/9 U^-V-yjtM/tfyWt 
, 2-7^;-l->?D/<>^y>!3M>i, t-^A/^'JJ/X ^m^l/?*'; 

i/;i/7^->. Sfctt^U 5/>&*U X 3 l$Vi?y. 7;i/3r->\ 
, 2,4-J?7$;^>8, 2,3-y7 5/'^nW>i, p-75;7x-;i/77- 
*fett^'J^>^SL, X 4 li-feU>. Xl/Tf — y. afc^-feUi/, a-^^;i/ 

^•-f> % ^->>^^>, T^rt^ifym. y)i*s.ym> sfc^iOi/* ^ym. >f 

V77A7^>i, -fV^;i/^$>i, 2-75y7^'bf>^, 2-75;^^'J> 
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U>»«:£U X 5 tiU^>, 2,4-S?T ^ / 7** 

U X 6 ttUJ?X T;i^^->, Xjl-J-y^ 2A-VT 5. 2,3-i?T 

77-X iS-T^- 2-7 3>?£M6t 3-7 5 7^Ifi, 4-7^ 

>>^aU>. L-l,2,3,4-rh7h KD-f y^p; 'J >-7-*;i/3K>®, 5>x^>f> 
, jft^E S/^-T" >f ^— S>^>. 2,3-J?7 5 y y*D tT*>H, 2,4-^7^ 7:/ 

#>gfc> yy>, p-7^;7i^77->, r^^9^>», y 

^V7^^7^>i, -fy^*5>i, 2-r^yr^tf>^, 2- 

afc^^Oi/* $ ^fy7x;t7^r>^ ^y^;H^>i, 2-7^;7i/'bf> 
& 2-7$ >fit Jt)V-?-y^ vpy, 2,a-*Jt J -fzym. 2,3-5? 

7^ J-7u\f*ym. p-7^;7i-;i/77-x -fe y ^-fe 
y>, a-^^;i/-feU>, 3-tKn^i/7°nyx 4-tKn*s/^ny>, 

2-* to* 7 h&Mmm. 3-^^7°h7°nW>t, 4-^;i/7J^ 
& ^^/*^h»K> 7^bT>», *fcH:*/«y >»&*U X 9 WHzy>, X 

^7*n'J>, S/^-r->f>, aft^*/;*-^ >, /<r.*/9^>, 7XA^=?>m> 

jft^e?*;!/*^ >a % >f y 7xy\°^>®?. ^V7*;i/^$>E 2-7 

5^T^fcT>a*, VVy. 2,4-^75;^ 

2,3-^t^ y -futtym. p-7^;7i-^77->, yy$/>, 2-* 

^iJT'h^III, 3-^JV^^b^U^ytym. 4-^;i/ij7°b7*3!>i, 
y>M?, 7^tf>gE. *fcti^^U>iftS:*L, X 10 tt-feU>, xi/t-X 

^— s/^^>» yxrt^*r>m* yn/9$.ytk. &*Etrjb9§ym. 
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TT.n^^fym. -<v^>^$>i, 2-r$;7^tf>i, 2-t $. ; ym 

ymz&L. x n }i-fey>. /fv^-fey^, a-*^;i/-iry>, hk 

. ^^e^^^^^^ >fv7x; i !7^>i, >fy^;H$>i, 

2-r^/r^fcT>^ 2-r^y^^u>m, 2,4-^T^y 

2,3->^T^ y yntf^->^, p-7U7ii^77-X ^U2/>, 

^jj-fhwrn. rv^ym* sfcfc&^y >g?£^tu x 12 «u^>, r;i/^f- 

2,4-^T^y^"^f>^ 2,3-^7^;^ntft>il, p-7^7 
7x^75->< tfctt^'Ji/^^^b, X 13 tefc;*5^>, 4-^ 
7y''J;i/77-X 2-^3L—jV7^ — 2-fc? y S^;i/7^ — 3-t?ys?;i/T9 
4-tTU i/VbT^ — (3-N-^^;i/)t°/<'j i/;i/T^ — 3-(2-3py >f;i/) 

. T*vt^3r>Bk /ft^E^Ol/*^:^ ^V7^^7^>E 

ViOl/#^>&, 2-7^ 7 7^t?>^ 2-7^;^^V>|f, ytJV-^y, Vi? 

y. 2A-VTK J -fzym. 2,z-*JT* J 7u \utym.> p-t^ j 71^77 
££«?*y yyzmh. x 14 ttus?x r;i/^r->. 2,4-^ 
7^;7*^>i, 2,3-^7^ y :/n tr^->^, p-t J y^—jvr^-y, -ty 
> % xi/^-x *^E-fey>, a-^^jv^v y, 3-n Fn ^ri/^n y 4-fcl 

„ 2-T* J7P\±yn. 2-TK ym. t.1H$.tfV i/y^c^. L, Ilt-X 

$4iT^<i:<. x 15 ttys?>, t;i/^t->, *A,=-i-y*,2A-vrK J -Jzym. 

. 2,3-^7 5 J -?U \fitym. p-7$;7i-;i/77->> ^fctt^y 



ffifE#*P 10-3048845 



9—1261 



>f yn^fi/>, y;i/n^r^>, jft^en^f r?y> % y;wty>, /s-r^ — 
a-y^y-f y^#>^ 2-y^ y^#>^ n^nW5->, 
/s-^nnr^— >, i-y^ J is? w<i/zy-\-Z})hi$ym. i-y^/-i-*/? 
□ ^^ri?->^;i/7K>^ 2-y^ y-i— >#n^>#>#;i//if>^, t-y^;i/$ry 

/i/*^>8*, -ivT^rt^^-yW.. >fy^i/^^>i, 2-y^yy^tr>^ * 

feli 2-T^ y X^U R 2 tttl%l<}^lt7;i/3^i/, fim=b 

mm*> l < it^nm^rjv^rjvr $ y % tut l < it^mmr^jv^^r $ y . 

[0 0 10] 

Jt^T. 5£ (I) TJlSftSft^iftS:^*! (I) fcnf^. 
[0011] 

* (i) ©R 1 fei:tJ f R 2 (Z)^aicfe^T, r;i/^y^f;i/. yn,-n**/* 

fttLT&mmm 1-20 3-8 
(Dmm&TJhirjis-tf&tfbtiz. fcmm 1-20 ©gtoasfctt^tt^or/i/dp/i/ 



l 4 
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LTte. M;U£S/^ n^n tT;K ^^n^;b, S/?d^>^;k S/^n/\3rS/ 
^;P3f;i/:*3f £/;fr;i/3j^;K T^;i/^r;i/^^r i3 J:tf 7^;i/3r;i/7 ^ J iz&w 

sfiiiiibtit i-^fcttiifcoTfilK 1-3 <D/\u?y, - h r;i/ 

3r>>K fclKn^PS/, 7^7, 7;i>3f ^7 ^ ^ , S?7;i/3f 

^fe«3^^$r*L, 7;i/3f;i/, 7;i/n3f£/, 7;i/= 3 f;b7 

a. tf -f ^ #V y ;k tf y >f > K y ;k ^;u;i/, >fydp; y ;k tf n y *; 
tf^y^-;w ^^7i>-;K ^u;, f^-^^'j;, jft^t?^ 

[0 0 12] 
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<fc V \ £ it ± IB IC V > T # in © * D # £ 3 £ S * £ . 
[0 0 13] 

— ^r^>, ^^^;i/T^>. i;n:^;i/T^>, bf n y s?> v tr^y ^i/ 
*y>, tr^^^>^ozisRT^>, h'J^^T^x hyxw^x n, 
N-y^^i/T— y >, tf y ^>^©s^t^ >^-ej^j^$tL<5^ r^^— 

[0014] 

^iCS*f"-5IUPAC-IUB^M# (IUPAC-IUB Joint Commission on Biochemical Nom 

enclature) (DWl& [3 - n tfT > • —T)^ • • A-Y ^ X h y - (E 

uropean Journal of Biochemistry) , 138 %, 9g (1984 ] iZ$£~ot=. B 

Gly: ^y*/> 
Thr: L-7l/t-> 
Gin: L-y;i/#^> 

Gix: 5 

Leu: L-U4^yy 

Ser: L-fe y y 

Lys: L-y 

Arg: L-YJV*r — > 



1 6 
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Asp: L-7^^7^>SI 
His: L-tX^Vy 
Cys: l-t/T.'r^y 

X q ^N^l3J;t;c^^©iB^J*©^«TfeS-J|g^; (I) T*mfrZftZ> 

-^f. mftm&Bmzmzxv&N^mmT'&v, x q #c^jw*Mz>@B3W<z> 

35aST?S>S-«5£ (I) «*>S4i«ai^«3SS:»o^^ F. ptflTffcoT 
nUUT'S'J, 7T^otnl7^1T'*y, X 1 ^ X 17 0D C a 

^fcttfi!l^fi^*5:^bT^$^Sfii^^r^S-S, S-CH 2 -S, CO 
-NH, NH-CO, CO-O, ifcttO-CO^f- ( I ) TfSbSfl 
S^fltitSr^o^^ F. X p ^N^ffifCfeU n pAU T'Sy (^BLp<14 
). qtfl 4 -efeoTn 1 4 ifi 1 T*&U. X p t X 14 ffi C a fi^l ^ liliS 
#H£=fe^LT^Stie3e«ilS'&^S - S. S.-CH 2 -S, CO-NH, NH 

-co. co-o, sfctto-co&at-r— «5£ (D T^fcstisat^mtfe 

3fo^:/^F. p««8-e*oTn8#nf*y, X q #N5fc3igfC&oTn q#l 

-e & y . x 8 1 x q © c a * tt mmu mm ^itMsns # 

S-S. S-CH 2 -S, CO-NH, NH-CO. CO-O. *fcliO-CO 
&&-t—K& (I) -??36*)Sn*at^*3i«:#o/<^K. fc<ktfp # 8 T&o 
Tn8tflT*&y. q^l4T^otnl4ii)UT^'J, X 8 i:X 14 ©CaIi 
S*fctt«I«l*t!i«S:^L/T^J«;a4l*3g«*g.^S-S, s-ch 2 -s. C 
O-NH. NH-CO. CO-O. * « O - C O ]R5£ (I) *e^t) 3 

[0 0 15] 
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[0016] 
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iff 5p 9 — 126113 



1 H-LKSKKGQSTSRHKKL-OH 

2 H-KSKKGQSTSRHKK-OH 

3 H-KKGQSTSRHKK-OH 



11 



4 H-CLKSKKGQSTSRHKKLC-OH 

5 L LKSKKGQSTSRHKKl^ 



6 H-CLKSKKGQSTSRHKKLC-NH 2 

I 1 

7 Ac-CLKSKKGQSTSRHKKLC-NH 2 



8 H-CLKSKKGQSTSRHKKLC-NH-(CH 2 ) 1 r CONH 2 



H-CLKSKKGQSTSRHKKLC-NH-(CH 2 ) j r CH 3 



10 H-CLKSKKGQSTSRHKKLC-NH-(CH 2 ) 17 -CH 3 



r 



H-CLKS KKGQSTSRHKKLC- N H 2 

Ac 

, (CH 2 ) j 

12 H-CLKSKKGQSTSRHKKLC-NH 2 



13 H KLKSKKGQSTSRHKKlJ 



14 H-CLKSKKGCSTSRHKKL-NH 2 

I 1 

15 H-KLKSKKGDSTSRHKKL-NH 2 



16 H-LKSKKGDSTSRHKKL-NH 2 



G; Gly, T; Thr, D; Asp, Q; Gin, L; Leu, S; Ser, K; Lys, R; Arg, H; His, C; Cys 



1 9 
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[0 0 17] 

m&m^ 7 „ it^m 8 izm?m-% i 6 , 9 w:bb#i#-s 1 7 , \t^m io» 

gH^I## l 8 . <ffc-£r^ l l li@B^J## l 9 , l 2 li@g^J^# 2 o , vv&m 

l 3 &Ifi#J## 2 l , l 4 liSB^J## 2 2 , iki^m 1 5 teSB#!## 2 3 , 

it&® i 6 teBH#l## 2 4 tC#/S-T So 
[0 0 18] 

Fmoc: 9-7 )\ssX ls—}l* fjl/jt^ isfjjl/tf—fl/ 
t-Bu: t-^^-Ar 
Trt: hU5^;i/ 

Pmc: 2,2,5,7,8-^>^? n V>-6-X;I/tJn^;1/ 

Boc: t-^;i/^-^r^^;i//K-;^ 

Fmoc-Thr(t-Bu)-OH: Na-9-^;i/^ U—J\/* A/X^r isf) ;]/7$—)]/-0-t-7*?- Jl-L 

-7. VJr—y 

Fmoc-Thr(Trt)-OH: N«-9-7;i/^ U— JV * ^ % J]/s$—JV-0- h U ^ JV-L- 

Fmoc-Ser(t-Bu)-OH: Na-9-^;i/^" ls — Jl* fiJ)hT^— ;i/-0-t-^^;i/-L 

-fe U > 

Fmoc-Ser(Trt)-OH: N a -9-7 Jlyt Is - =}-)\s^r^- Ssjtj n;i/-0- h Vf-flz-L- 

±vy 

Fmoc-Lys(Boc)-OH: N a -9-7 JVyt ls~?V* Vil )Vt$ — ;i/-N s -t-y*^- JH/ 
Jr^rtsfijltf— jv-l-v *Jy 

Fmoc-Gln(Trt)-OH: Na -9- 7 JlTfr Is — f-JVyt 3f Ssfj JVtf— 6 - h U 

^;i/-L-y;i/^ ^ > 

Fmoc-Ar g (Pmc) -OH : N a -9- 7 JV Is — )V * ^ =3f is ft JV sj? — ;i/-N g -2 ,2,5,7,8- 



2 0 
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Fmoc-H i s (Tr t) -OH : N a -9- 7 V — * )V •* is fs )V — ;i/-N '"-hyfji/- 
Fmoc-Cys(Trt)-OH: N a. -2-7 M U — JV* =f-)\s*3c i/jj)VJ$— JVS- h V^-Jl-L- 

i/zk^-^y 

PyBOP: h y 7y-;H-> ()\s**ci/ h U tf n U 7t^7*-^A • /\ 

HBTU: 2- (1H-/0 h U 7 f ;b)-l , 1,3,3-7=- N ^ ;* +)l7 U — - 

^^fl*- ^ ;i/>f n jftx 7 3i - h 

BOBt: N-tKn^^K> 4 /h'J7y-;i/ 

HONSu: N-H Kn 3r i/7s V i/ ^ K 

NMM: H- * ^ J]/=£fr ft V y 

DMF: N,N->>^f^M7^ F 

DCM: ^#nn;*#> 

DMSO: S^^^;i/X;i/7fN^Sy K 

MP: N-^^^/KD U K> 

TFA: h'j7MDiBS? 

diea: i/Vy^ntf^xf^y^^ 
TFE: h'j7;wnx^;-;i/ 

-ft-^# (i) ©is^ico^T^^-r^c 

[0019] 

it^m (i) -^stj^^ffi. mm^y^^^mm^^x^tn^^msim^ 

^■/^>TX, rt'J^7v, i/>-fe$/^ % ;Utni?- ^ 1 m (The Peptides, 
Analysis, Synthesis, Biology, vol. 1) , OL7J\J\, f» • *fU7. (Erhard Gros 

s) &&ZfHS\y -7^>/jN>v7r- (Johannes Meinhofer) T^-^^y^ 
• T'UTs (Academic Press) , 1979 ^ 2 # 1980 f$ 3 ^ 1981 ; 

F&f&ommtmgk, &mm**>. 1985 stimmm&om^ % 

14 ^^F-£/5Jc> £.ft?Mg^ J^;il#^ 1991 ^ >#-^>H^;i/ 



2 1 
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• V^-±)\y • • <*^#>f K • Ty F • ^nf-f y • U U— (Internatio 
nal Journal of Peptide Protein Research), 35 161 H (1990^) ] „ 
[0 0 2 0] 

(Applied Biosystems, Inc., USA, JM ABI ttt^-TS) K^J*I8L 
y KA>X h • ^TAfy ^ttiS (Advanced ChemTech Inc., USA, JBtffe ACT 

Na-Faoc-7 3 J&feSV^ N a -Boc-7 ^ W -fc*l-£;ft©-&J&:/ 

[0 0 2 1] 

itism (i) (ojs»i:«:s«fliT$yiftfej:afffl#«fliH:, abi *±, mmmft 

Wj> mmi£¥ (#0 . AWtf^Mt (Nova Biochem) , mm<t¥ OHO > 

ACT tt, ifctt^^FffBteffi OKO *A»feA#tfili:««T?g5. 

* (I) ©«t*4i:fc5#«TS mil, «»*«7 5>tt:3R«3;ftT 
^S-£/*i£KUa!oT, fe5^ttfWC*DT^t§3i:*^t5 [If • 

>fX 7t>;i/X, 2/>-fe2/^, /H*DJ?-, £ 1 # (The Peptides, Analy 
sis, Synthesis, Biology, vol. 1) , xy/Vb h * fUZk (Erhard Gross) 
£Z$HJ\y - i?4 yfcy 7 T — (Johannes Meinhofer) $g, yjj^^v? • ^ 

* (Academic Press) , 1979 £ 2 # 1980 f 3i 1981 # ; 

F&f&nmmtm^ mmmj<*>. wss * ; m&m&e>fflm> mum 
. ^^k^. Skmmmm.^ mmmm. 1991 ^ ; >f a -*\n, • *; 

• yt~? • K • 7> K • -fU-rJ > • (International 

Journal of Peptide Protein Research), 35 161 H (1990^) ] 
[0 0 2 2] 
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LTflS^ife (I) Sr^-TS. -fl£5£ (I) tftf)X p £ X q (Z)fS 

£ * <d m fc a & * 7 s ^ * ht? c o n Hm&&m& s *l & Z. 

izmh<mm?2>o 

[0 0 2 3] 

, ttffi, 8fe^ &KK flrffi. j5££« ^a^n^h^^-f 

[0 0 24] 

U ^»ft^iRlSxeK:feW-*--«»»»^ISS:ftTB»©S SJg^&S-tfSim 

[0 0 2 5] 
1-1 - A 

- KJS« 0.5~5000# mo 1/1, L < W: 50~500 fi mol/1 (D^zff K«K*t?fT 

5o pH 4—9, L< & PH 6~8 tCffgUfc. 50 mM~l M (3D b U ^ ( 

tKQ^^f^) T$ J *9Z/-fflSl (Tris-HCl) 5-50 % « 

~zK?£?£. *, DMF. DMSO. 7-feh-hU;K fh5tKn77>, ;* # ^ 

mwmft^zf* Fiztt+zmmit o.i~i ^*©^aiu^7>^*y @m 

*it 0.5-5 fflp*, L ^IttLT 10-50 % © DMS 
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o *j^M^e>ti«. Sf&ttiis o~4o t;t*, i «pra~i ara^»7-r*. 

fls^^ FtC*fLMJ£ 0.5-5 f!0SIM^l/i!f^>i:f0 1/2 

y ' Jr^jjJI/ - Vt-fxf -f- (Journal of American Chemical Society) 103 
5867 K (1981 m 5 «EHS©II», »14«, 239 K, 

a*&»Bffite. mnmrn (1991 so ] . m^mn^x^^m^m^^m^tRm 

<k<, Dowex 1X2(AcO-) (*~? • ^ % M±) ^CDIS^ £#0*. 

Tift3H©7aiy s/r>fls*y 9/* (7iy'>7>^ftx :7:nnsyy>>f ;*->) 

[0 0 2 6] 

SH mZ¥V P)VXA7 3L-Mt&fcl* 2-— h □ fcf 'J 

^;i/x;i/7i^;MfcbT££, sh S£;g#(6Uic t isWc 

it-f • ^Zff K • T> F • :7°D-r>f > • U "9" — (International Journal of P 
eptide and Protein Research) 29 162 H (1987 #Rg] . SUbM/^C 

maw® sh i^7'j t:ys?^^7i-Mbioi*fctt 2--b 

n y s;;i/;*;i/7:tn;wt8*&«: 1 SMiAit^J;^. try i»^;i/7i 
-^/ftiRistcttWAti 2,2*-s;^*s?try s?>&ffivv 1-3 ^a^y^Ffc 

«Efa±S5 5 K-^r^XhU- (Peptide Chemistry) 1991 & 

, 125 H (1992 



2 4 



ffiliE#¥ 10-3048845 



# 



9-126113 



[0 0 2 7] 

1 - 1 -B 

m^mm^(0 2mm\zMirh^^-^^. affile *ot#*u mm**)^ 

[0 0 2 8] 

3 L 7t-)V&m&izizmx.&7-&hT$ K^^;i/ (Acm) s^fciih (t 

rt) fc#T?£&. «J9I±©««^^KS:«^.W: DMF, DCM 

SfcaMtEtK «fce>f$?£j5l&£i2:3£: Acm ^ Trt £.m&K:&¥ 
te*?7>A,zr<( K^**M$^So WAS 50 mg lC*fU 0.5—2 ml <Z)?gft&m 

w sflgjKost^^ K©tf»s*tc»"r&m*it o.5~5 *j£L<u:* 
y-rso fij&*T«tt, mmmcDm&omm. m*>. dmf, dcm ^<omm 

[0 0 2 9] 

alt%>£^. iRistcttMiLJi 2,2' -s;^*-*;*: y *?y*m*\ i~3 ^*£*tf 

flgSrJ»»S*fe**JCiII^.Tai^'rtl«J:V^ 2-=. h n tf'J Pj\s*;V7=.-Mt 
[0 0 3 0] 

(IH-Z) S-CH 2 -S»g^K:J:5ai^*§^0^«S 
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£S l^zff- K • ^5 ^ h U — (Peptide Chemistry) 1995, ®grJH$B, S9S 
W^S^IIfr^ (Protein Research Foundation, Osaka) „ 41 H (1996 #) ] „ 
[0 0 3 1 ] 

1 - 2 - A 

rh7tKD77>, ^nnj^;i/A. dmf e>ti<g>. ^zf^F<DM 

ft 12 0.5—5000 fi mol /I, #£L<& 50— 500 /* mol/1 T'jKJS: 5 o 

/f;i/7^ : E- , ?A7M , J Ri 2—10 ^S, #£L<tt 2—3 Mf*£J9v^ 
„ M/SteiHf 0-40 T3T% 1 B£|SI~1 jiKT'^T-T-So HJ&^Y^ J?xf^ 

[0 0 3 2] 

1 - 2 -B 

it>b< t£w*s&siaj*© 2 mmizm u te©wtBas#j«s&#«SK: <t o x 
&o ^offeWfli^y^^KSr^ymLsejcss-ftiaaisBSiss-rti^ sift© 

[0 0 3 3] 

mm±(Dum^^- fstwaw: dcm dcm ^m-r^RmK^m^ d 
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%m<Dm#;ffiigtfj&&£ftz>, mm 50 mg kmu 0.5-2 mi 
w mm±<Dm^^-^<Dmn^}vmizML 2-20 sM^h^^r:^ 
K-e»3!-r* Q o~4o ic-effv^ 1 ^fm~i ara-e 

[0 0 3 4] 

(II 2) CO-NHtfcttNH-CO IC J: £ <Z>7gj«j£ 

K£#, se>tc»44!il«aE©flJi««SlSS:ff "5 3 2HC«k »J Btt©^^ K 

:^K«&#*UTBi»©^:/^K^fc#v*TfcJ:v* B #Xgte, -«55; (I) 
#©X P £: X q ©W©3R«Jfc^&^j«i-*H/Slc «fc o T^tfcKJttf^jfci-Sfc^K: 
^tt5CONH^M£WT'*<, X p fcX q |ffl<0^35>«^$*lfe«. 

mmm<DmT*C ON H*g-£#aMJ£$*1,* 3. £ IC <j: o TfM**3i#^/s-r 

[0 0 3 5] 

2 - A 

SHft/hU 7 nx#y-;i/ /dcm (1/2/7) £M v*T*?3 3 £#T?g* 0 
jIS 0-40 -CT*ft)<K 0.5—6 ^t'^7t-5. £fS»T«, *?X^^/X- 



2 7 
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izfo C Z. e> U Sr^MtUffc^iEJCXSK: £ W * & ffl s - 

[0 0 3 6] 

) rt^WI* (0) , *fctt»Bft^9*;^A (II) -MJ7i^7*X70 

«t«««^s*i*. mmmz±m®:mmiztt^T o.oi-i at, #*b<a: o.i 

7xi;wx, b'j^f;btFn^5>, zMfrffc h U fi£^ 

— NMM #$:AlIx.'5>o ^^LTte, x — "x-;i/, fb7tFn77X r-feh'h 
y;w dmf, ^^D3i^;^A^2:«=fe;b<^i^i^•L/Tmv^e^i:^T^S 0 TU 

-10 ml Srinx. ^J&kfc -20—80 TC, ^*L<(i 0—30 icefji^ 10 #—6 
[0 0 3 7] 

£i?i&%L<li*g-£LTmvN£ 0 K©iftKtt 0.5~5000^mol/U b 

<te 50-500^mol/l T'*fe>o S/SttilS 0—40 1C, ^f^L<li 4—25 *CT?J* 

[0 0 3 8] 
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Jj)\/ii\3r i/Jl/£sK.ffl IT 1—10 mA<DZsi/# W\*ci/ frjjfyiSyj * K (DCC 
) ££l±7fcMk#;i/#2M^ K (WSC) m<D^J]y^V^f K5:ffl^SIil^tt 
So $ ^>lC^;i//K^>r ^ 1.5—2 mm<D NMM % DIEA. ^fe^^TK^^hU 
^£#11 3. So ^Mtcjc5li^;i//i<^>r ^ Rc*f LSMfc ITf^M® HOBt 
HONSu SrflllxTfc <fc^„ 
[0 0 3 9] 

jj;i<$3r*/?vmiZft IT 1—10 ^*©^:7;n-;i^X*y ;i/T^ F (DPPA) 
^fc&^m^l/^XTfcnS/T— h (DEPC) ^ffi^SrttiT't^. $£{C# 
;i/7}fS/-r^ K© 1.5-2 NMM. DIEA „ ;£ h U ? A fcfltl*- 

So 

#;i/^3f S/;i/*tC*f LT 1—10 ^f^b<tt 2-5 ^§4(D PyBOP 

^/<Z> HOBt HBTU £^^;i/C7> HOBt £ £ 3. £ =foT?^ <5„ $ £tC PyBOP 

HBTU CD 1.5—2 NMM* DIEA , Ht=.\%m.W.i&M-)- V V V 2±*Mtl 

S. 
[0 0 4 0] 

m*.\i Dec $r*;i/^^ri/;i/ajc^f it l—io IMAMw ^e;i/tf> p 
-^hn7i;-ji/, ^s>^ 7;i/7hn -;k honsu £;&ij*-T 0—5 

°CT* 1 BJrHM ^tSi/"S/^DA^i/;i/-)l/7 (DCUrea) ZM3k 

mm^Rmnimiz e»« * js ^ -cm §g-r s r £ #-e £ * . 

[0 04 1] 

2 - B 

s^fc#»anc«fc »j«as*ifer^ ;i^*t§7^ sm&m&LKizmmm 
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< izmmm & mm * <d 2 #m ^ -r s ^ ^ k & mnm ic & o x mm £ y ^ 
i&£-r-s z: h &c j: o t# e> *i& 7 u - © 7 ^ ; aas <t # * t/jim zm&fc 
mm <fc »; ^ ^ f »; a t n mmzm® 7 ^ j mmmvwm&mm z 

[0 0 4 2] 

Hmm 50 mg lC*fU h U ^;i/^-Do:^ / -;i//DCM (1/2/7) £ 0.5—2 

ml <Dm&Vm^Z>Z:ttfT*%Z> 0 HJG£f>& ilS 0-40 1CT?#tV*, 0.5-6 B#fm 

t^w. M^T^tt. m^m<Dm^(Dmm. mt>. 4>*<z> dmf #<z>?« 

[0 04 3] 

«ntiT7'j;i/i^fM^Mv^i^ mumKmzitmn 0.1—0.2 m 

©7^ h^^PTs ( h U >) A7i?-?A(0), 5 % 2.5 X N 

aisit^TU ;n^fM 1 mM ic*f v±m? n n^;i/A^?g$: 3—10 mi inx 

, 0-40 -c-em* 0.5-6 Bturr^T-r £= ;5fs:^T^i±. mmwi 

<Dm.n<owm. w*>. 'PA<d dmf ^(D^xmm^mwv. 7*©Mf&icMv>& 

Z.£.tfX~%2> 0 
[0 044] 

r^tctfflg_h©ft^±©^;i//}f^iy;i/«*(c^f hX 1—10 ^4, 0£ u < it 2 

—5 S4tf> PyBOP ttclt HBTU. PyBOP HBTU t^F^JKD HOBt, £J:tf 

PyBOP HBTU tf) 1.5—2 NMM DIEA DMF, DCM, ^fe 

& NMP ^^©^a^^m&^flg 50 mg IZftL lml <Z)gU^^m^-5c Rfo 
itmn 0-40 TC, ff*L<tt 4-25 tt«L, MS 3 t$|^e> 1 M^T^ 
T-TS. SfS^T^i, @ffl&0)jiS©&3l, BP*>. 4>M<E> DMF ^©^-e^ 
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[0 0 4 5] 

di3) co-oitfcizo-coi&&iz£&mftm&<Dfcf&m 
*>h<\zmmm*mm*¥o)2®mzm-?z>. mm. &&&c3z$ts<Dfcm 

nLmz&nz-MwmmxmzmT. mm. N^m. «j:rjtc5is»©«»s*ifc 

[0 0 4 6] 

3 - A 

Kn^ri/Milt LT N V^Jl&$:m^Z>m&. BWSHJSlCte TFA/T 
FE/DCM (5/5/90—1/5/94) & J§^& £ S„ 0—40 TC*effV% 

, 0.5-12 ^T*^7t5. ^*ffc^£j£XgKJ3tt*-«tt»Jg;&Ss 

Kn^r2/3S(Z) 1~10 SiO 2,3-S?jrnn-5,6-S?i/7/-l,4-'< 

>f&^T'mi<liI^ltffl^S. ^fSfctMS 0-40 TCT?ffV\ 0.5- 

[0 0 4 7] 

ffiM<Z>*;i/sK* BtfiiflmX:|l2K:J3ttS 2 -AlCipCT 

m^tlt^^Zf^- K07U Kn^>3£fc#/l/atf^*/;i/3£<DiaT?#^|*:n*. 
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mi$ DMF, NMP, tfrffc j* *nn*;i^, Ti2h-hU;K fh5tKn 
7^>#$:#3!&%b<«^LTmVNS 0 ^^K©«Stt 0.5-5000 *t«ol/l 
. $?£L<{i 50—500 jumol/1 T*ft? 0 /KJMjIS -20—40 TC, ^*L<tt -2 
0-30 , C-eflM$U »ft 3 «ria^fe 1 SMTfiiaFT^*. £l£*T«, ^«HbS* 
jRJSXgtc as w s -« W*W8^St £ M v% 3 - £ #T*^ 
[0 0 4 8] 

mmizti Fuz-t/mzm-tz^^ k©»«jc^l, i~io ^*<z> dcc 

X.. -20—40 T), ft$.L<lt -20—20 T;-e^#?-£ 0 bf U S?> LT, 
4fett»JSE*Jc: 10-100 % Lv> 0 
:ft;i/^=3f >>;i/gtc*fi, i—5 mm<D l- (2-* >*/i/3fc—;i/) -3-— hn 

-1,2,4- h V 7\Z—)V (MSNT) £#D*_, 0.5—1.5 ^*<E> N-^^^-f ^ ff)/—Jl/ 
%LUa7LTW&ir Z> C^h^^\Kn>- I/*-;* (Tetrahedron Letters) , 1701 

h (1990 mi o 

[0 0 4 9] 

A;i/^^e/;b*icMbT l— 10 a*, #*l<h: 2-5 ^*ce> depc fefln*. 

T=fcJ:^ (fh7AKn> • l/^-X (Tetrahedron Letters) , 1595 M (1973 

m ) c 

[0 0 5 0] 

3 -B 
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[0 0 5 1] 

t Fu*ism<D&m&nvT bvmmzm^zm&. »fltt««sjstctt«i!i 

50 mg [CMU TFA/TFE/DCM (5/5/90—1/5/94) 5: 0.5—2 ml ©ffi-£T*;g 

ri:^t'§5. ^f&tias 0-40 x:t^?v^> 0.5-12 mmvmT-tz, t kd 
&«v**;rfc%T?^ m.&mKfoizizmm±(D&m2tifrii Kn^j/s® i~io 

^4<Z> 2,3-^nn-5,6-^>y y-l,4-/<>y3f ^ >*fctt-fe»J ' 
— *?l±--)-^Y\s-y*:m\^Z> 0 DMF, DCM, NMP & 

fc-^TKlCT^BI 50 mg JC#L 0.5—1 ml £>ig-£T*M ^-5. KfoltMlg 0—40 
TC, ^^L<« 0-25 ICT^TW Mm 0.5-12 B^T^T-T^ SlS»T«tt 

, mnm<Dm^(Dmm. spi=>, 'pmv> dmf ^(Dmm-emmzm&v. acosjs 

[0 0 5 2] 

&£S^J:<z>fW±©:&;i/#*S/;bMK:2tbT 1-10 a*, #i;b<tt 2 

—5 MSNT, DEPC £-£tf DMF % b < » NMP fc^flg 50 mg lC*fb 

0.5—2 ml ©fiteTfM^*. SjSteSiS -20—40 TC. *?£L<&i -20—20 1C 

mn 3 ^ra^e> 1 jana-earr-*-*. fcfamrmz. m^mcDmnv 
mm. w?>* 'J>a<d dmf *a>mm'vmm&&L&i,. ikoKfaizm^&zttfT* 

[0 0 5 3] 

Z.<D&0\ZLXmt>ftt~ik&m (I) tt«JR»tC C-4. C-8, C-18 $t 

o^Saffli/yAm^A&fll^fcffiaft^nTh^?^- («T> hplc 

[0 0 5 4] 
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(i) <7>mttJjum&jLXfmmi&mtf]M&i$. ttm-tz>m$>z>^\zmmiM.m 
<Dykmmzit&w (i) z\<^fchmMLfc±i*w&imM-t2>fr±m<Dmmte<fr 

, j^/s-rs^M^^^s-g-tf^tsafcffc^ (i) £*#u TO{c±is©jga 

T-3fii$g -r & r t IZ £ o T *l -5 . 
[0 0 5 5] 

[0 0 5 6] 

*ff38 P53 £BjSt&/BV*fc£JS P53 © DNA ^UlttrS'ffi©^ 
g^MfeJ:?;^ P53 ^M^tfe^Aapj.n^-Y^Xg)^ 

P53 © DNA JB*T©:#$5£ <k 2 M 

©^M^!t: N P53 5a^$:7t^rzLn ^-T;i/^$:ffi^rS*«fflJ^I^Cf§3Eg$ii:fc 

n-Ff^ cDNA £4f$5&:/v;*$ Ficj|fi#&tr«3gi:, f4f^^^th7 

(Pharmingen) *t»/t3r 3. □ 3- )l FX # - # - 3f y h PM-21001K) 
5: M V n T © V n a. 7 ;i/ &C ^ V* J£* T ©^ T* ft o . 
[0 0 5 7] 

thfM^J:t;21©^M J (Arg273-His Arg248->Trp) P 53 cDNA 

Z^tl^ft^tiZf^X^ F WT393, 273His, 248Trp (^D^-f-f • 
• if • -Fi/ni-)]/ • TZlrfS. — • ?tzf • t^f (Proceedings of the Natio 

nal Academy of Science USA) , 89 #, 5403 H (1992 ] «fc »J p53ffl!iRM 
^S$:-^tf Ncol-Xbal (1.6 kb) £§|§gU 5fcSBtC Xbal, Ncol fc^-T 

sj^t© dna mn iuni 7, is) £/m,t. **ra.uv 4 

- PVL1393 (7T--5>^ai>«:98) © Xbal ajfiJCftA-f Z> Z. £ T\ h^>X 
7T-^H- PBP53WT, PBP53M7, pBP53M6 £ ^rtl^tl^.^ b m?fflVN 
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fe Arg273— His 35&tf Arg248— Trp <«M»£ac \L < M *l£ P53 

<«M^2t>£o J£AT> P53His273. P53Tr P 248 £.\faffi-fZ> B 

(@B#J8, 9) 

5 ' -CTAGACAGCCAGACTGCCTTCCGGGTCACTGC-3' 

3' -TGTCGGTCTGACGGAAGGCCCAGTGACGGTAC-5' 
IS 9 -f JlX<Dtf?m& TMN-FH -f h^^-T ?A (77-^^ 

a:>tfc», TMN-FH igifi fctfr-T * ) K:T«#LfcSA«MS Sf9 (77-5 

>S?a:>tfcJ: y»A. JS*^ Sf9 ffljfifcfta^r*) CM^an7-f^ DNA 
C/tdp J-O =T— /!/ K • rMr=LU t> 4 K>7< DNA (BaculoGold baculovirus DNA) , 
•7r-^^V^y%±W\ ^j:WSLfeh5>X77-^^^- DNA trijtf? 
i7f >^{Ct^AtSri: [SaRiSm 37 2701 H (1992 if) ) 

[0 0 5 8] 

h5>X77-^^^- PBP53WT, PBP53M7 PBP53M6 ^^tl-ftl 1 ytt 

g i:^^A^a.n ^-r;i/^ dna <z) 20 n g 12 #1 ©^WTKic^b, £ h 
izvtfy^t^y 6 #1 tmm^ 6 fc&«j5fiiL;£:fc©£:ii!a.£fi-e 15 # 

IffljfiMBUfc. —7? Sf9 ^B|g 2X10 6 2 nl © Sf900-II h^^W 

C^r^n (Gibco) ft§^ Sf900-II igifc fcfcffc^S] ICISI, 

35 mm tf);fttig#M ^ 9 y * ^> ^ - A*i£o Zl 3lC_tlB(D ^ K 

DNA, ^g^/tdr^n^^ )VX DNA fccfctfU /K^ni^^>mfn^^*$:*nx. 27 
1CT? 3 QR|«it. I*ix."?>f;i/^$:^«±f 1 ml 
-WCtefffclC Sf 900-11 1 ml SriQx., $ £ £ 27 TCT* 3 BftfifttLH 

*&*.?>f /b*&^ttf»_t» 1.5 ml *§fc 0 

[0 0 5 9 ] 

Sf9 $Hfl& 2X10 7 m%: 10 ml © Sf 900-1 1 175 cm 2 7 5X3 

fe 0 jfifcfBeLh»&Bfc£»rfcK: 15 ml <D TMN-FH ##fc±ffi©«#iM. -f /I/* 
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£^tffg*£±?ifC7>7*> 1 ml £2flj;L 27 TCT? 3 HITOitLfc. i««Lk»& 1, 
[0 0 6 0] 

(77-$ >5?a:>tfci?/*3p:xn =T-^/ F**-*-3py h7-a?;b) „ Sf 
9 MM 6X10 6 MS: 4 ml © Sf 900-1 1 ifcift £IBHBU 60 mm 

M7°^7^y ?S/^r- WCAtU 1 lt»JiS^i/^-l/(C#f 

^KUh»Srl»S*ffeK: Sf 900-1 1 igife 400 n I £ Sf900-II igifiT* 10 
,000 «tC#fRLfe±SB«§*«^.^-f ;^M^iD^^T' 1 uriMim 

t&mzv&% 5 mi © i % &m&Ttfu-* iya-^=y-^ • yau- ^ as 

arplaque Agarose) , 7 7 - ^ >ttSS) =fe*tf*«I («mlbfc 1 ml © 5 

% TiS--?^-? ' y XU 4 ml CO TMN-FH igifi£Mf&U 42 TC 
£fiH&Lfc*>0) &Sr>^-lWcSfcL&A,£: 0 ifit- 15 #ISIJfc*Lfc#L 
£R£<*£#>tf-;i/^-7°£:>^- KUt, mB0Rrfgfc7°^*?- v ^SS^SSJCR 
$/-V-l/&A*U 27 TC*e 6 HIBUMbfc. KS/ir-l/K: 0.01 % -a-h^A' 
FS:#tM^lft/*y 7 7— ffc£3i:fcSfcK (phosphate buffered saline: 137 
mM NaCl, 2.7 mM KCl, 8.1 mM Na 2 HP0 4 , 1.5 mM KH 2 P0 4 , PBS 

m-t&) i mi £#&x.2£{c i Bmrnvt^ ffl^Lfc7"^-*©»&»;*.fc. 
jgu:©*^ ^x^te^-rti*^ 1 xio 8 7°^-?7*- 

«>^»;h (JKtfe. Pfu/ml £^f) ©tf-f ;b*&-£^V^S £fc#i> 
[0 0 6 1] 

^ix T;WC t£v^TCD#Ji{C J: Ug^M P53 fcitfa^S! P53His273, P53Tr P 2 
48 fieS^SS^SrfTofc. P53, P53His273. fc<fct>* P53Tr P 248 

/t-f*^*±$g) &MV*T, ^f— x^/X (D. A. Daniels) C 
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;i/ • • — A^itU V— (Journal of Molecular Biology) , 243 

m, 639 K (1994 ] £Bfc^L£#*St??To£o 
[0 0 6 2] 

aF£S£ «fc t«EJ*3! P53 SfiJCttJKT© .J: ? IZ ITffc. &e>frC«> 27 1C 
T^bTfcV^ Sf9 fflffi 4X10 7 MS: 175 cm 2 ~7^^n (y^-f^-*±§g) 
Sf 900-1 1 mm 30 ml tlSU 27 TCI? 30 rSHTOttbfco *g#_t?lf £ & 
$t£IC 10 ml (Z> Sf900-II ^%il±:1?#e>tlfe h^^^??-^^^- pB 
P53WT, PBP53M7, PBP53M6 ^ >f 1X10 8 pfu/ml 

(omm^ttmmt: 2 mi ju*.fc. ^st* 1-2 mm*p^>< *;*s»u 2 

0 ml © TMN-FH ^fl&trjDiL, $^IC 27 "C 3-4 H^#bfc„ ^#^T^ 

. &<mM-t2>z.iiiz& vmm*M$Us* i,soox g t* 10 #w»4>#iR&fTV* 

^0MS: 5 ml © PBS mWmx* 2 ftJgilLTfWc 
m£.M$>ZW*mmM P53 SaH&$6^LTV*SiWj»«:lSJKl,fc. 
[0 0 6 3] 

JlTffljtf&L <5V*tt3^S! P53 nnmm 3.6xl0 8 <S£ 10 ml ®& 

mWL [10 mM hVX-i&m (PH 7.5) , 10 mM KC1, 2 mM MgClg. 1 mM V^HrT. 
l/-Th-;i/ (J£t« DTT fcl&ffrrS) . 0.5 mg/ml ot^ 1/>S?TS >E3H^ (JS* 
^ EDTA £V&M-tZ>) , 1 mg/ml /«>"if$S>> (benzamidine) , 10#g/ml n >f 
^Zf^zy. 10^g/ml 7>^/<>f>. JK«, G «««fcvO] tcSi 

U 50 ml Jivty^ (Z?T)Vny$±m 2070) tfil? 0.5 M HSBIfc^tf 10 ml <D 
G ^ffi?K(DJ:{CMMb^c l,500Xg, 10 £\ 4 TCTffci&U ifcM£Htf 5 ml 

#U ^y-fe;i/S: 30 aJiTtSItiaUifiWit. 5 ml %n 

Z$ 50 ml 0.5 M S/a«[S:^t? 5 ml <D G ig»?£©_tlCM U 1,5 

00Xg, 10 4 TCTMLt, fti$£$U®#£: LT®IRL£„ 5 
ml <Z)?§8?^*e?& [150 mM NaCK 50 mM h V (pH 8.0) , 5 mM EDTA, 

1 % J-?v h P-40(&^, NP-40 H®&ffi-?Z>). 1 mM ^ JKSL # 

" ««5» l tv^^] o x:, 40 #JfcggL I2,ooox g , 30 

£\ 4 1CT?SM>U _t?f £Jfc*§L£ 0 _fc*f ZmmWL [20 mM 4-(2-t: Kn3f$/:r 
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-i-y^^Vy*.* yx^-fcym. hepes £B&ffc-r<5) -koh (pH 8.0 

) , 0.1 mM EDTA, 0.1 % hU hXTriton) X 100, 5 mM DTT, 1 mM ^ *; 

>, 15 * i^'Jtn-;K jgJtfc, a ^«i:vNe>] t? 4 

U &£>}frC#), A ««8re¥«fcLfc Hi-Trap™ AA"'J>t77n-^ (Hep 
arin-Sepharose) (5 ml, 7?;i/Vi/7A>f tf^tl) tCj§i*L£o 

0.1 H KC1 Sr^tf A tttfffiU 50 ml T?$Jfc?*#L 0.1-0.6 M KC1 ©Uli&g 
»3Efc»S^S«:f*i*fe A fttfttu 40 ml fcitigL, a;^ U > tcJg-& LfegSft 

&»mu 2 mi -ro^isLfec mmbfr&mft* sds-jku r*u;i/ 

T ^ Kft^KftC^oT^-rS^illCj: m&M P53, fMM P53His273, 
P53Tr P 248 mSMZTS^mz^timft. & 8 ml £®JK L,£„ f^S/b* 
-^-iCfcyjMUfc P53 fiQROS&HU 0£M : 212/ig/ml, fMM P53Hi 
s273: 230/ig/ml, P53Trp248 : 20 n g/ml-e& o £:„ 
[0 0 6 4] 

g£gg&<fcfl^Mgg P53 Sei?:ffiv^fe»>i/7HII| 

5*-5fcSBtC»3fe«»&^U #:&gBiC P53 C*>f*"V- • St^^n 

y?*(Nature Genetics), 1 45 I (1992 *£) ] &-£tf*B»BB#J J: U && 
KTO 2 ;fc(Z>;t U rf 51 ^ l/rtf*^- K (IE#I 1 0, 11) FluorePrime™ (77 
^7i/7A^tf^tt) fc^Tl^Lfe (DNA ABI *t, Model392 £ 

mm) . 

(IB#I 10, 11) 
5' -TCGAGAGACATGCCTAGACATGCCTG-3' 
5' -TCGACAGGCATGTCTAGGCATGTCTC-3' 

±IB 2 U^-^ K# 200 pmol £ 0.2 ml OW^WL C10 mM h 

U*-|ftlfc (PH 7.5) , 1 mM EDTA, J£^, *mWWL* TE MfiRfcV^] 

it, 70*0, 10 ^ISSbfclfe, »0o < u ii^*-e^*P-r^r i:ici: ur-- 
y>y&f?«iv\ gftttSK P53 ^n-^^bfeo 

[0 0 6 5] 

£*T£«I£ 20 /il <Z)^^*lciniA, 4 °C"Zr 30 ^K^^-Brfeo 
1) 0.2 pmol gftfllfft P53 



ffiSE#¥ 10-3048845 



#3* 9-126113 



2) 100 ng Sf9 &%L&£.M P53 ScSR* fcttgEMM P53 SSI (P53His273, 
P53Trp248) 

3) 2ntg &^mm DNA 

4) 20 mM HEPES pH 7.4, 40 mM KC1 , 1 mM MgClg, 0.1 mM EDTA, 0.1 % NP-40, 
1 mM DTT 

5) o-ioo ft m mfcit&m 

Kfc%kO>MM*:. 0.5xTBE [2.5 mM Tris-Borate ( P H 8.3), 0.1 mM EDTA] £ 

^mmmw.tvx. 4 % &vt9v/ut$ P53 

A>Ki:l/T«fflSft5. — 2 SOUS P53 5SSIte£ac:7n -^jc*g 
^"rs*SH£S:^3&V^ S»ffciM^##&i-&£. DNA »g-&tg£|g«3ii\ & 
SfA> K#tftffl2*l5 <fc-MC&& 0 &flfrf&« FluorImager™SI *~P7± 
^>Tif- C^E l/3fa.^-#*-f ^ (Molecular Dynamics) ft) ZM^X^tyt 

A> F©=&ffi£?To£o P53His273 M^lZ^ ^T&ffiMZm 1 IC P53Tr P 248 

tc o v \ t ©j^hi £ 0 2 ^ ti -^ti^-r. 

[0 0 6 6] 

#l/->{C-3V%T^Krbfe/t> Kif<Z>S3fe«MC©*«: FluorImager™SI 

l**fl:^*#*ET<z)i/->©^> KKiffiS"r*ffi«, ©Affile -££;tx£^ 

[0 0 6 7] 
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[*2] 

m2m 





rSttfb^ 


P53His273 


P53Trp248 




8.0 


2.2 




10.3 


1.2 




3.3 


1.8 


{b^4 


37.2 


6.0 


<b^5 


15.0 


3.5 


Yb-^76 


22.5 


11.2 


<b^7 


12.4 


4.4 



: 100 jll M 



[0 0 6 8] 
[0 0 6 9] 

tt»ff|2 jggffl»fflffljgfeffiV*fc3EH P53 (P DNA 3fr£IBatigH£<P«fg 

t h^I^t^MilS A431 (American Type Culture Collection, ATCC CRL-1555 
) fo(D P53 ie?(i3K> 273 \Z Arg->His <D^m ^^"T £ 3 £ tfm bfrlZ $ 
tlTV^ C^r^>-9"- • (Cancer Research), 54 2834 K (1994 

i tic J:*;, KM^7b^i^mx.^M P53 gei^^^f, mmftx*mm 

LTVx^^M P53 gfiK© DNA E«S it 4 3 t ZUTOM V m S> 

lZLt=.o 
[0 0 7 0] 

A43i mffifrbo&m&mnmm 

4 0 ffilE^^P 10-3048845 



9—126113 



M b A431 fflJB& 1—2X10 5 mS&/ml tC £ <fc e> IC. 10 % (FBS 
) ^-g-tf^Vl/^^/Zl^^-Y — ifJVtgi& (Dulbecco's Modified Eagle medium, JL^ 
#L DMEM-FBS igife£B&ffc1-3) r-^^-fj (B?KS^S!) 10mltC»»U HE 
& 10 cm ©HHfl&igM^ yS/a. (^««-?) IC 10 ml 3H$Lfc. 37 TC, 5 % 
C0 2 #^T1? 2 BKiMLfctk 8tffi&i»3ll»=feU 5 ml CD PBS «fft*T?8fc 

#L/fco 2 mi © pbs mmm*mx.x? w ^-^m^^xmm^mmL. 1.5 mi 
tt*£M>*-:=.-:7jc5£u i,oooxg, 10 #isu 4 vxm^Lxmm^m^vtc 

0 ifc^fc 0.4 ml (DmmWL (20 mM HEPES (pH 7.9) , 50 mM NaCl, 1 mM EDTA, 
10 %yy-feO-;K 0.1 % NP-40. 1 mM DTT. 1 mM 7i_;Wf ;i/7;b7 * — )\> 
-7A/7tV F (JKtfe, PMSF . 1 mM Na 3 V0 4 . 1 mg/ml □ ^ >^ >] 
&Cf®?§U 10 #ISU 0 ICT'Mlfet, l,000Xg, 10 #53. 4 ICTfaSMfcU 

LTftlgSrHJi&Lfc,, «fcJRS: 0.4 ml <E>?tJ$?^K?£ [20 mM HEPES (pH 7. 
9) . 50 mM NaCK 10 mM EDTA. 2 mM zn^ V > If X (^3p S/m^- 1/ > - h U D ) 
E9»Bfc EGTA fcBfcffc"*"*) , 0.1 % NP-40, 1 mM PMSF. 1 mM Na 3 V0 4 . 1 

mg/mi u^f^^y. *m *mmmzmmmmm2 L^oi ics»u 10-20 

4 tt'iKiibfco 10,00OXg, 10 ftm. 4 lOtML, JtifSrHJ 
-f^-^^/ F*±§g) Zm^XmfeVfc. 3.5 mg/ml tf>g&«?g?g# 0.4 ml 
[0 0 7 1] 

A43i mmhmtiL&m^it'fjis/'Pbnwt 
mmLfe A431 ^j^ttamfcMv^ tu^^csm P53 m&mm dna 

4 TCT? 30 ^raSiSS-frfe. 

1) 0.2 pmol P53 -?U-7 

2) 35yug A43i ma* (sast*&#t) 

3) 2/ig poly(dl-dC) • poly(dl-dC) (77;i/7i/7 • /^^f^) 

3) 20 mM HEPES pH 7.4, 40 mM KCl, 1 mM MgClg, 0.1 mM EDTA, 0.1 % NP-40, 

1 mM DTT 



4 1 
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4) o-ioo^m umt&m 

BLfa&O&M*:. 0.5xTBE [2.5 mM Tris-Borate ( P H 8.3), 0.1 mM EDTA] £ 

^mmmmtLr. 4 % tfvrvvjiTu K^**e«»ac»bfc. A43i hub 

t£© P53 m&KlZ^.mM (273Arg->His) T»*©T^n - :7*lC^-£-r Sfg&S: 

mzte^tf. umt&w&&~?z>n. dna jg^iBS:ia«[S'&, m&/i>k#& 

ffi 2 *l£ FluorImager™SI M^-f ;* - VY-T'y^^- (^E 

IC^-To ;&U->lC-3^T^lfrL£:A;v K^ODSb^SCtf)**: FluorImager™SI 

[0 0 7 2] 
[*3] 



^3 



<fb£r$j£ 






3.3 




4.6 




3.7 




5.2 




5.3 




3.3 




3.4 



4b-&%im& : 100 jul M 



[0 0 7 3] 
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[0 0 7 4] 

tZllkm 3 P53 fe#tt<E3T jSfeftjStt g>gjfe 

Mfc* P53 JC3EJIS:^bTV^Sj||IJISJCtt»fl;-&«J«:#A^SifcK:«ky, & 
j& P53 #*£2£?Stt«:iattU P53 «#tt©«K^jb«9arr5 £ i: fc. ;i/i/7i7 

P53^^t^7K-^-yvX^ KOjgjjfe 

jg*T©^i£ic«oT P53 m&nn&te&MnmmK: 8 n^-^u ^©r^ 

tC**/I/;i/^7oi9— (luciferase) 1/aK- # 2: It ^"T £ 

y^^.^ F p53RE8luc2 SrJS^bfc- 5i/&<Z>$EB&«:0 4 tC^ L, 
[0 0 7 5] 

*;*V>f:>> (neomycin) ;i/ 5/ 7 a: '5 - 1? UjK- * - ^< * 

pluc2 [3 — nbTT> • f-V— • J*":/- ^hnS?- (European Journa 
1 of Haematology) , 52 ^, 73 K (1994 *£) ] ©M^^Ut Xhol, Hindlll gp 
&{C. SV40 HJll^Ony^D^-^-IiCD 200 Sphl-Hi 
ndlll Wr^r C 128-0/5243-5171. JfiH©##tt^-Xtt (Tooze, J.) ^Ixdpj.^ 
— • A>f^-ni/— • :/ • if- :x — 7 • (Molecular Biology of Tumor 

. Viruses, 2nd Ed., Part 2 Revised. DNA Tumor Viruses. Cold Spring Harbor 
Laboratory press, 1982) lC<fc£] „ feitfTlBtf) 2 U =f 5? ? 

(@2?lll 2, 13) &T-- I) >^2-frT#£>*l£l^BlC Xhol, SphI 
fc^LMUC Smal, As P 718(KpnI) g|5& £:£-f S l$T/i 

2.13) 
5' -TCGAGCCCGGGGGTACCGCATG-3' 
5' -CGGTACCCCCGGGC-3' 

tcWA LT. g?i«M^i'7x7-t*l/^-^-'<^- pSE0luc2 
[0 0 7 6] 
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K (SE^Jl 4. 15) 
5' -TCGAGGGACTTGCCTGGACTTGCCTGTCGACG-3' 
5' -GTACCGTCGACAGGCAAGTCCAGGCAAGTCCC-3' 

£T^- 'J ±T«Lfe;i/i/7x7-f^^^- pSE01uc2 <D Xhol, 

As P 7i8 anaic#Au m^mmw&K. P53 /s«fbj#i& i ntf-^-r^ntf- 

#->^;*^ F p53REUuc2 ^Jt^bfeo 
[0 0 7 7] 

3(7) p53RElluc2 &fKIP»f?t Xhol, Mini T?HI$»C-©»r U T#n-;*>f;]/« 

n,i&mT-&M-rz>z.£.T% 5.3 kb xhoi-Mim dna mnzmtco 

|!|C<p53RElluc2 ^fWRg^iH Sail, Mlul -eiMfC-$J$T L 2.6 kb fr£>&£ Ml 
ul-Sall DNA t&r#£#£ 0 XOB^5:7-f 4*-S/h i £T\ P53 J&#@2 

2 nif-Wi" SUjK-*-:^;^ F p53RE21uc2 fcitJ&Lfc (®5#fig 

) o 

[0 0 7 8] 

mmiZ p53RE2luc2 SffiffiBflMR Xhol, Mlul T*mmztym U 7 #n 
t^iT^itSitt', 5.3 kb j^&Jfc* Xhol-Mlul DNA ;£ £ 

, HC< p53RE2luc2 fcMPMiii Sail, Mlul T*HI$K:-WWL 2.6 kb j^£>&5 

Mlul-Sall DNA ^©Mf^r$:5-fy-i/3>t§3i:t% P53 ft 

Emm* 4 3tf-q&"r*l/jK-*-y^^$ F p53RE41uc2 &3tJEftbfc (H6 
#M) . 

[0 0 7 9] 

P 53RE41uc2 (C*f bT JifBfc m&<Dm&$:m U jg"T r £ IC £ y , P53 
fc&mW* 8 ntf-^-TS UsK-* F p53RE81uc2 SrJt^bfc (H 

[0 0 8 0] 
^J^^\g) DNA fc$t«|-fb^g)j»A 

nmt&m&fflm^&mAit dna b7>x7x^>>3>MuiKv-A^ do 

SPER™ (^-y >#-V>/\-f A*±§g) Sr^fe. 

tl h^^^^S^fflfiS (Human Epidermoid carcinoma) A431 (American Type 
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Culture Collection (ATCC, CRL-1555) £ 4xl0 5 f@/well <Dfflffi&g.X*MR&tg 

mm 6 ^f-f v-y=L mm 35 mm. ^mm^tm) k:*^, 10 x ^j&j&im ( 

FBS) fc^tf^/l/^aaEffi^-^/l/EMfi DMEM-FBS m^H^o) 3 

7 *C. 5 % C0 2 #£TT?#*bfc. 24 B3rl3l«&&, ««-ffc#%.50 nmol £ U;K 
-^-^^^^ K p53RE8luc2. 2 /tg (20 mM HEPES. 150 mM NaCK p 

h 7.4. hbs mmwiii^?) izmmv. mmmm^ioo uinvt^ mm. a 
£~f&) o i^c< hbs mmmiz 5 #1 ©f^a- (Dos P er) mmzMz.* mm 
mA* 100 vinvt=. (mm b £-r&) . a. b mmmz&frizm&h. sst 

15 frmMMtit. 0.8 ml Opti-MEM R I (Gibco BRL) feflHilfc. 

[0 0 8 1] 

_hfa 6 7X-r>f y A431 «Wfi(Z>««SS:ift5IK:«fc »J fife^, 2 ml © 

0 P ti-MEM R I (Gibco BRL) T?8fe?£Lfc«L Jtf3<Z>#*£T*M»J Lfc A. B 

W. 1 ml &#jWCTO©_hlC;&nx.£:,, 37 "C. 5 % C0 2 ##TT% 6 B£lffli&# 1/ 
, $e>lC 1 ml © DMEM-FBS ^%$:tn^-> 3 £fC 24 B£EU&3lbfc. ttftHb^fc 

ommmmz 25 

[0 0 8 2] 

P53 ft#tiaE3g?gffig>«!re 

fee mm^mmmmmm Q % Triton X 100, 100 mM KH 2 P0 4 (pH 7.8) , 1 mM 
DTTJ 0.5 ml iCjHBBfiL MIT ±W & £ »j 200 ytt 1 5:ffl^t^>>7i7-f 

8H£&illJ£U 10 mi ?:fflv^SeSiS$:if bt 0 ;i^>:7 x 

y*-#-LB953 (/<;!/ F*±) [25 mM tfV 

i/JlPVi/Z/ (glycylglycine) ( P H 7.8) , 15 mM MgS0 4> 5 mM ATP, 0.33 mM 
}]/i/7^Vy (luciferin) ] 300 /il &B«r&Aft 10 m^<D^%m^m^h 
. ;i/S/7ai^-^?Stti:Ufe. £fc. SBftmgtt bio-rad ^n^-f 

>f^ryh (BI0-RAD*±) $:ffl^Tl^U ^©-fa^M^T;^:^ x ^--felg^fc 
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[0 0 8 3] 
[*t 4] 



m4 









1.4 




6.3 



[0 0 8 4] 
[0 0 8 5] 

WJ4 A431 iWJI&tC^-rSigSilBgMttCDaife 

DME-FBS «M6*T?, 37 TC, 5 X C0 £ #£TT*Jg*L£fc MS^^Ijg^ A4 
31. lxlO 6 ffi*. 50 /ttl £>^«?& (137 mM KCl, 2.7 mM NaCl, 8.1 mM NagHPO 
4 , 1.5 mM KH 2 P0 4 , 4 mM MgCl 2 , J£<^ K-PBS jg1B?&£V^) {C» 

»U K-PBS ««!llt^afi#3KLfeK»'ft^«S:«»«K 100 At M iZ&Z&z) 
lZtU?lt- 0 0.2 cm m<D^a.^<v h (BIO-RAD *±) iZ® L> A&IN 

SSH-1 (A&SSftffifi) &MV>T (*JBE 3 kV/cm, A;i/Xlfg 100 /ts 
, A;i/Xr^P§ 1 s, A-;i/7[SI» 2 E) <D^fr-e«^,/N°;i/X$:^^feo ^a^y 
h£ 10 #fSf£fi^> MfcHUKLT DMEM-FBS «*filC»»U 96 7X v>f * n 
$>( (Nunc *±§g, #167008) (C lxl0 3 M/Well -5 J; o IZMM 

Sr^ftbfc. ^^fC, 100 /iM lC&£<fce> Kl«5l^^S:3^Wfe|Rtcffl 

[0 0 8 6] 

-eonrnfi* 37 5 % co 2 #^tt\ 6 ammmv& B i%nt>mT-?z> 3 

BfHtrflC, igifi&Bft^U 1 well 100 fi 1 © PBS >g®?£T* 1 m&WL 



4 6 
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t=.^ DMEM-FBS igififc 1 well 50 # 1 #0*. fc„ £lblC 1 mg/ml <D XTT 

(sodium 3- [l-(phenylaminocarbonyl)-3,4-tetrazol ium] -bis(4-methoxy-6-nit 
ro)benzene sulfonic acid hydrate) £ 25 yttM <D PMS (N-methyl dibenzopyra 
zine methylsulfate) £ RPMI1640 lZ&M£l±t=. XTT «gSBf$& (^-U 
V>A>f A*±§g) £ 1 well 25 /* 1 foMLt. igftmrtk ^>f* 

D^U-hU-^- Model550 (Bio-Rad ftjg) 490 nm ©K^lg&iRlJt Lfc 
c ^t^^LTtt 655 nm ^Jg^fco J\y 9 *f*7*>y GMIfifcU) <£>M£M 

[0 0 8 7] 
[*5] 





a^mmm (%) 




16 




50 




76 



[0 0 8 8] 
E«*s = (A-B) /A x 100 (%) 
A : &,mk^m#&&l : \Z&Vy %>W.%B. (A49O-A655) 
B : &mtSm&&T IZISV Z>W.?tm (A490-A655) 

(A490, A655 \t 490 nm % 655 nm tCfctt ^^k^B-^^rtl^tl^-t) 

[0 0 8 9] 

immm 



4 7 
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SC*##Hi, 0*m^ JMS-SX102A FAB-MS SlCfcyfTofc. T^7^ 

##r&. tfKU>^>f-V- (Bidlingmeyer, B. A.) b<D%& l*Jv-±)\;' 
• 9 DY h^*^7 -Y — (Journal of Chromatography) ,336 93 H (198 

4 ) tc^yffofeo iu^K^ii^^tf no 22 ^rafrv\ #n*# 

M^KDT^ J WMfote^Jr-Z-X • fcfn • (Waters Pico Tag) T$7$e 
##Tft (Waters £Mv*#*r Lfco 

[0 0 9 0] 

##M 1 A^*fo 1 (H-Leu-Lys-Ser-Lys-Lys-Gly-Gln-Ser-Thr-Ser-Arg-His- 
Lys-Lys-Leu-QH ) 0D^-fi% 

Fmoc-Leu 18 /ttmol (Wang U^>) 30 mg £ gm^mffl 

(Mmitffim pssm-8) ©sjsstcAn. A^s^m^j&yn^-Mc^ 

(a) Sttttflg* DMF JCfcy 3 #Pm?tU L fc„ 

(b) 30 % fcf^V ^>-DMF mm 755 1 4 #5gj£# U ^ 

(c) mftmrnz dmf i? i #raifci£u mmmzm&i^ zowkifc* 5 tan 
[0 0 9 1 3 

roLt, Fmoc 3£S:Bfe^L3fe Leu ©*£<£Lfcffl#«flg:fe#fc. 

(d) Fmoc-Lys(Boc)-0H 180 /*«ol, PyBOP 180 Atmol, HOBt 1 TKfD^ 180 fim 
ol £J;tf NMM 270 &mo\ £ DMF 630 /i 1 3 #IHSl*PU m^tlfc^WL^ 

mmzMx-xm&m* 30 #ra«#u 

(e) &#tfflB£ DMF T? 1 #H$fcJ*U itlS 5 HF*yjgLfc. i^bt, F 
moc-Lys(Boc)-Leu #fifr±K:-£jsft$*ifc 0 

[0 0 9 2] 

(a) - (c) <Z)&?#K jDt««Xg£fTofc«, (d) ©lit' Fmoc- 
Lys(Boc)-0H &JSV*T«r£iRjS«:fTV^ #C^T? (e) ©ift^X^fc^T. Fmoc-L 
ys(Boc)-Lys(Boc)-Leu #g#_£:lC-£r*&£ *lfc 0 WT, X=g (d) JCfcV^, Fmo 
c-His(Trt)-0H, Fmoc-Arg(Pmc)-0H, Fmoc-Ser(t-Bu)-0H. Fmoc-Thr (t-Bu)-OH, F 
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moc-Ser(t-Bu)-OH, Fmoc-Gln(Trt)-OH, Fmoc-Gly-OH, Fmoc-Lys (Boc) -OH, Fmoc- 
Lys(Boc)-OH, Fmoc-Ser (t-Bu)-OH, Fmoc-Lys (Boc)-OH, Fmoc-Leu-OB %WkF3^ 
T, (a) ~ (e) ZmVMV, teM^?* FCD^ l,fc&#£fflg &#fc 0 £ £ 
fC, (a) ~ (c) Mli&fiott, fifrUffllfc DMF T? l#|ffl 

IC, TFA (82.5 %) , -f-itr-v-)^ (5 %) , tK (5 %) , rt^I/* ^;i/X;i/:7 
-f F (3 %) , l,2-:n# Z/V=f-*-Jb (2.5 X) £ .£ tf^;*- 7 y (2 X) j&x 
600 fil *Mx.Tm.UT: 8 Bff^jfcttU ffl£4ftS£ 

fcfcfcKtfflgiy^^FSrwymbfc. WBg&MJ^ »e»nfc»*K:3i-7- 

10 ml fcin*, ^LfctfcMSr^O^ilfei^Ttj^^-i/H^JCJ: »JEF 
I&U «WKi:bt 51.8 mg £lfc#Lfco ^©ffl£]E»£ 2 M g£BKlC?Sffi 
^, jM;*7^A (^£^SL CAPCELL PAK C18 30 mm I.D.x 250 mm) fcJgV 1 ^ H 
PLC T*mmisf~o 0.1 % TFA Ikmmz. TFA 0.1 % £-^tf 90 % T-feh-hU;i/ 

*?§?£5:;&tj;iT^< &%&mmt3m&T*mmL. 220 nm ttaii, siHft^ft& 

^■*f®#£#fc 0 I©H^?:Mlgilt, fi?&«H £ 21.9 mg *#£ 0 
SC*##r FAB-MS: 1726.4 (M + H + ) 

T^y^^f: Glx 1.1 (1), Ser2.7 (3), Gly 1.0 (1), His 1.0 (1), Arg 1 
.0 (1), Thr 1.0 (1), Leu 1.8 (2), Lys 5.2 (5) 
[0 0 9 3] 

2 (H-Lys-Ser-Lys-Lys-Gly-Gln-Ser-Thr-Ser-Arg-His-Lys- 

Lys-QH) 

Fmoc-Lys(Boc) 18.3 ^mol «C^L*:ffifr»fl& 30 mg &ffi?8<JMCfc U 
Ml tm^KLX. Fmoc-Lys (Boc) -OH, Fmoc-His(Trt)-0H, Fmoc-Arg(Pmc)-0H, 
Fmoc-Ser (t-Bu) -OH, Fmoc-Thr (t-Bu)-OH, Fmoc-Ser (t-Bu) -OH, Fmoc-Gln(Trt)-0 
H, Fmoc-Gly-OH, Fmoc-Lys (Boc) -OH. Fmoc-Lys (Boc) -OH, Fmoc-Ser (t-Bu) -OH, F 
moc-Lys(Boc)-0H L fc«JC, mmftM'*'?* F© 

^6®-W»J ffib£*TV^ ffi/^^^F 42.7 mg &Jfc*#U ##09 1 B«lC38*flI 



4 9 
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iJ^hs^m^fc HPLC T?*t«U it-kmZ*: 14.1 mg 
M*##T (FAB-MS) m/z: 1500.2 (M + H + ) 

TKJMftffi' Glx 1.1 (1), Ser 2.8 (3), Gly 1.0 (1), His 1.0 (1), Arg 
1.0 (1), Thr 1.0 (1), Lys 5.1 (5) 
[0 0 9 4] 

##M 3 (H-Lys-Lys-Gly-Gln-Ser-Thr-Ser-Arg-His-Lys-Lys-OH) 

Fmoc-Lys(Boc) 30.5 ,umol L fc&ftMg 50 mg £m#g#«£U 

Ml tm^lZLX. Fmoc-Lys(Boc)-0H, Fmoc-His(Trt)-OH. Fmoc-Arg(Pmc)-OH, 
Fmoc-Ser(t-Bu)-OH. Fmoc-Thr (t-Bu)-OH, Fmoc-Ser (t-Bu)-OH, Fmoc-Gln(Trt)-0 
H, Fmoc-Gly-OH, Fmoc-Lys (Boc) -OH, Fmoc-Lys (Boc) -OH &JW#C3§-£- L fc^&tC, 

mizvTmmumm<Dwm&zmzmmfr*><D-®vmv$:ft\ l K ffi-^^F 54. 
4 mg zmmL. #mi tmmzj&m*^ a &m^t=. hplc T?#§gu 

3 & 41.4 mg #£„ 

S*##T (FAB-MS) m/z: 1284.6 (M + H + ) 

T5>>|fc#tff: Glx 1.1 (1), Ser 1.9 (2), Gly 1.1 (1), His 1.0 (1), Arg 0. 
9 (1), Thr 1.0 (1), Lys 3.8 (4) 
[0 0 9 5] 

Hffsffif 1 fl:^ #7 4 CH-cyclo(Cys-Leu-Lys-Ser-Lys-Lys-Gly-Gln-Ser-Thr-Se 
r-Arg-H i s-Lys-Lys-Leu-Cys) -OH] fi% 

Fmoc-Cys(Trt) 25 ^mol LfcfflfMBBg 45.4 mg &ffl38ftft£U ACT 

*t<D'<'7*F<&tim (ACT357) JKCDifctfs&fTo fc. 

(a) £tttfflg& DMF 1 ml lc<k*J 30 $m&#U 

(b) 25 % fcT^U Py-MF mm 1 ml ZMTLXmS®* 2 &fBMtWis* mm 
t?:ifiU ££fC 25 % fcT/<ys?>-DMF 1 ml ZiMXXU'kmS: 10 # 

(c) mfcmm* dmf t? 12 ®mm&i^ mmmzmmv. z-omft* 7 ta^ 
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[0 0 9 6] 

(d) DMF 125 /tl, Fmoc-Leu-OH £ HOBt 1 TK^D^il & ^tl 0.25 M (Dig 
/KT'-g-tf NMP 500 tiK PyB0P£ 0.25 M ©ii,gT-£if DMF mWL 500 dU 

NMM £ 2.0 M ©aStr-g-tf DMF mWL 125 /* 1 $r^flgtC*Bx.T 60 #113 

(e) 500 a 1 0DMFT?8fci*«, 1 ml <D DMF T* 30 #|^gfe^b, S 
e>lC||^ 500 /il (D DMF T?«fc^Lfe. Zl^LT, Fmoc-Leu-Cys(Trt) tfffiffcJt 

[0 0 9 7] 

(a) ~ (c) ©SHfK W«»Xg&ffofe«, (d) ©lit' Fmoc- 
Leu-OH tCftfcy Fmoc-Lys(Boc)-OH &^tf»*S:fli V*T»# J RjC&£fTV*, 
T (e) CE>ift#X@£MT, Fmoc-Lys(Boc)-Leu-Cys(Trt) tfffiflLtJC-^J&Stl 

J£AT» Xig (d) JCfcV^T, Fmoc-Lys(Boc)-OH, Fmoc-His(Trt)-0H. Fmoc-A 
rg(Pmc)-0H, Fmoc-Ser (t-Bu) -OH. Fmoc-Thr (t-Bu)-OH. Fmoc-Ser (t-Bu) -OH, Fmo 
c-Gln(Trt)-0H, Fmoc-GIy-OH, Fmoc-Lys(Boc)-0H, Fmoc-Lys(Boc)-0H, Fmoc-Ser 
(t-Bu)-OH, Fmoc-Lys(Boc)-0H, Fmoc-Leu-OH, Fmoc-Cys(Trt)-0H &JR$ClNH^l/ 

t=.mz. mm^mx. mm&m^?- F<D%s&vt=.m{frmm 145.1 mg & 

W ffi^^K 68.5 mg £^#L£ 0 3ml DMF {C^U pH 9.5 

gd^&t:/^— r# i mi ^mpLxmux- 30 ^mifc. in&, ###11 t. 

IH^tC^W^^A (YMC YMC-Pack 0DS-AM 30 mm I.D.x 250 mm) fcffl^fc H 
PLC TJfiSU ft-£«j4 £ 12.7 mg 
MAftffi (FAB-MS) m/z: 1930.1 (M + H + ) 

7^;iM= Glx 1.0 (1), Ser 3.0 (3), Gly 1.1 (1), His 1.1 (1), Arg 1. 
1 (1), Thr 1.0 (1), Leu 1.7 (2), Lys 5.0 (5), Cys 2.0 (2) 
[0 0 9 8] 

iti^fy) 5 [cyclo (Leu-Lys-Ser-Lys-Lys-Gly-Gln-Ser-Thr-Ser-Arg-H 
is-Lys-Lys-Leu) ] fifc 



5 1 
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CI m& 160 fimol ffi&Ltz. 2-chlorotrityIchloride Jtfflg (a^ig#m^) 
100 mg IZ 80 fimol IZ Fmoc-Leu-OH £ 200 & 1 <D DMF tC?#8¥U£^ 1 ml <D 
DCM •e^Lfc^Mfe.j;^ 10.1 fi\ <D DIEA S^UX-T^MX* 5 ftf£MW\st=. 
„ $£>fC 20.3 #1 © DIEA i: 20.3 /t 1 <D DCM fciH^-TSifiT? 45 ftfmlMff 
Lfctik. 53.3 /* 1 <D*$ J - )\s*lB7LX 10 #|8JJ|#Lfc. «H§ DCM 

, dmf, ^v^dav-;k *#y-;K ^^x-^^-e^gfc^L^jBET^ 

Fmoc-Leu-2-chlorotritylchloride Z. tf>&BI<£> 5 t> 40 mg 

(38fr± 32 jamol © Fmoc-Leu ^^btV\§) IC, 5 % fc^ U &-£tf D 

mf/dcm © i/i M&*AT io ^mtM^iffil, *©lfe<M£0!li £B 

$IICI_,T, Fmoc-Lys (Boc) -OH, Fmoc-Lys (Boc) -OH, Fmoc-His(Trt)-0H, Fmoc-Arg 
(Pmc)-OH, Fmoc-Ser (Trt) -OH, Fmoc-Thr (Trt)-OH, Fmoc-Ser (Trt)-OH, Fmoc-Gln 
(Trt) -OH, Fmoc-Gly-OH, Fmoc-Lys (Boc) -OH, Fmoc-Lys (Boc) -OH, Fmoc-Ser (Trt) 

-OH, Fmoc-Lys (Boc) -OH, Fmoc-Leu-OH &Jft&ffi# h £^{C, 

40 ^RffcUfc. »fll3^e>©«»JffiL&, tflfc 20 %, TFE 20 %, DCM 60 

o.smi mmv&mmmz 2 ^imsiscLTfT^ 
, mm.&mg<Dtf\ / ^m'<-7^ f 63.8 m g £jft*#bfc 0 

SC4##T (FAB-MS) m/z: 3704.9 (M + H + ) 

mbtlf-m^Zf^FlZ 5 35 TFA, 5 % TFE, 5 % h V 4 V ?U ifjlis^ 85 
X DCM (DM&Wl 1 ml SrinA^MT* 5 ^HMt, #%M 1 [H^lCai-^;!/ 
&in;fcT£j*^*ifcJ8«:igiKU Ser, Thr COWm. Trt S<Z)#£I&£ bfcffl^:/ 
^ K 59.8 mg 
[0 0 9 9] 

Z1(£>5*><Z> 30 mg £ 30 ml 0 DMF tC?§fi¥^, 16.6 mg © PyBOP, 4.9 mg tf> 
HOBt 1 *fd<», 5.3 fil ©NMMfc^*, 4 TCT? 18 B3MW8t# U ^EET^$: 
RgBfeLfc,, TFA (82.5 %) , 5=-^T— V-h (5 %) , * (5 Jl) , 

4 K (3 %) , l,2-oi^>*;^-^/ (2.5 %) 3S£X$?-*7 olJ 
(2 %) ^6&6jB^»* 1 ml ^Hitifit' 8 ^Wttttlfe, ##M 1 £ 
|^lC:n-^;i/£;taAT£j&t-£ftJg£iaifcL, ffi^y^ K 26.6 mg 
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34X$:##M1 Zmmzmffltl^t* (^£gSg, CAPCELL PAK C18 30 mm I.D.x 
250 mm) HPLC T?»RU ft-^flf 5 & 7.7 mg #fc„ 

(FAB-MS) m/z: 1708.2 (M + H + ) 
T^y^-tff: Glx 1.1 (1), Ser 2.8 (3), Gly 1.2 (1), His 1.0 (1), Arg 1. 

0 (1), Thr 1.0 (1), Leu 1.8 (2), Lys 5.1 (5) 
[0 1 0 0] 

Mt&fflS 6 [H-cyclo (Cys-Leu-Lys-Ser-Lys-Lys-Gly-Gln-Ser-Thr-Ser 

-Arg-His-Lys-Lys-Leu-Cys) -NH 2 3 (D^fc 

Fmoc-NH 16.5/imol L fefflfis&HH (Rink Amide MBHA 30 mg £ 

ffilH^S^U ##M 1 HmUlZ IT, Fmoc-Cys (Trt) -OH, Fmoc-Leu-OH. Fmo 
c-Lys (Boc) -OH. Fmoc-Lys (Boc) -OH, Fmoc-His (Trt) -OH. Fmoc-Arg (Pmc) - 
OH. Fmoc-Ser (t-Bu) -OH. Fmoc-Thr (t-Bu) -OH. Fmoc-Ser (t-Bu) -OH. Fmoc- 
Gln (Trt) -OH. Fmoc-Gly-0H. Fmoc-Lys (Boc) -OH. Fmoc-Lys (Boc) -OH. Fmoc- 
Ser (t-Bu) -OH. Fmoc-Lys (Boc) -OH. Fmoc-Leu-OH. Fmoc-Cys (Trt) -OH 

. ffi^y^K 35.8 mg ZmmLfc. 40 ml ©7MC?£8?U 

T7k*Mz.T pH £ 7.7 izmmh. ^iST* 20 ffl^Lfc, 

Ml tmmzmifcti^lA (^£^§g CAPCELL PAK C18 30 mm I.D.x 250 mm) £ 

ffiv^fc hplc T-mmv. it^me & 3.5 m g mt~o 

R*##f (FABMS) m/z: 1931.9 (M + H + ) 

7$;m-fr$f'- Glx 0.9 (1), Ser 2.8 (3), Gly 1.0 (1), His 1.2 (1), Arg 1. 

1 (1), Thr 1.0 (1), Leu 2.1 (2), Lys 4.9 (5), Cys 2.1 (2) 
[0101] 

Hifeffl 4 -fb-p%7 [Ac-cyclo (Cys-Leu-Lys-Ser-Lys-Lys-Gly-Gln-Ser-Thr- 
Ser-Arg-His-Lys-Lys-Leu-Cys) -NH 2 ) <£> 

Fmoc-NH 16.5 n mo 1 L feffitiMgfli (Rink Amide MBHA l/$/>) 30 mg £ 

ffi?§^K£U HmWZVX, Fmoc-Cys (Trt) -OH. Fmoc-Leu-OH. Fmo 

c-Lys (Boc) -OH. Fmoc-Lys (Boc) -OH. Fmoc-His (Trt) -OH. Fmoc-Arg (Pmc) - 
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OH, Fmoc-Ser (t-Bu) -OH. Fmoc-Thr (t-Bu) -OH, Fmoc-Ser (t-Bu) -OH. Fmoc- 
Gln (Trt) -OH. Fmoc-Gly-OH, Fmoc-Lys(Boc) -OH, Fmoc-Lys (Boc) -OH. Fmoc- 
Ser (t-Bu) -OH, Fmoc-Lys (Boc) -OH, Fmoc-Leu-OH. Fmoc-Cys (Trt) -OH £J(g 
Lfc^lC. DMF 495 fi 1 fc«fctfaftK»Sl 32.4^1 SJUiLMT? 1 \%ffiM 

37.1 mg £^#L£„ 3*1$:, 40 ml ©#JC|8#U #&T ^^-7* 
*T PH £ 7.7 KWfiU ^ffiT 20 B3rlSf«#Lfc„ R&WLZ* 
flfctCj8»*H#9.k (K£^$g CAPCELL PAR C18 30 mm I.D.x 250 mm) fcjg^fc. HP 
LC T?»»U fc&mi*: 4.5 mg 
SfA£#f (FABMS) m/z: 1974.0 (M + H + ) 

r^Smfttir-- Glx 0.9 (1), Ser 2.9 (3), Gly 1.0 (1), His 1.2 (1), Arg 1. 
0 (1), Thr 1.0 (1), Leu 2.0 (2), Lys 4.8 (5), Cys 1.7 (2) 
[0 10 2] 



5 4 
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[0 10 3] 

mpm^-. i 
mnv>&& : 1 5 

®J#I<Z)«S : F 

Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu 
15 10 15 

[0 10 4] 

ge?U## : 2 

mno^-z : 1 3 

■FaKQS?- : iMMK 

s*a©Mi : F 

Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys 

15 10 

[0 10 5] 
BB#J*-£ : 3 

mn<D^ : 1 1 

mom : 

FsKns;- : 
fe^ioss : F 

BBTtf 
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Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys 
1 5 10 

[0 10 6] 

unm^ : 4 
mmv>&ti : 1 7 

#^t^*-tfB# : disulf ide-bonds 
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#&fett : 1 , 1 7 

mn 

Cys Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser 
1 5 10 

[0 10 7] 

ggjljrg:-^. : 5 

mPJOMZ : 1 5 

: 7 ^ J W. 

BB#J 

Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg 
1 5 10 

[0 10 8] 

IB#I## : 6 

m&S<DMZ : 1 7 

: -#it 

B3*J©4#« : 

#IS$:^-rHB# : disul fide-bonds 

: 1 , 17 
^tfc&^-TiB-^ : modif ied-site 

: 1 7 

ffe<Z>fif$g: Xaa ft l->*tM >7 ^ K&^T 

Cys Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser 

5 7 



Arg His Lys Lys Leu Cys 
15 



His Lys Lys Leu 
15 



Arg His Lys Lys Leu Xaa 

ffi§E4#¥ 10-3048845 



#3* 9-1261 



15 10 15 

[0109] 

IH^!I©«$ : 1 7 

haKny- : ^ 
Si#l©SEK : K 

#$i:£*-3-SB-5f : disul fide-bonds 
#&fett : 1 , 17 
#$t£*-r!B-i§- : modified-site 
: 1 

flfiCD-ff $g : Xaa « N-T-fe^;i/-L-i/X^^ > £^"3" 
#^$:^-riB# : modified-site 
#&&g : 1 7 

ff&£>f»$g : Xaa J± L-^>^^>T>T^ K&^T 

Xaa Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu Xaa 
15 10 15 

[0 110] 

SB#J## : 8 

W&m<D-gki< : 3 2 

bb^jossi : m<Dmm dna 
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CTAGACAGCC AGACTGCCTT CCGGGTCACT GC 32 
[0111] 

@eju## : 9 
mm<z>-&£ : 3 2 

mom : -#gt 

mm<Dwm : dna 

CATGGCAGTG ACCCGGAAGG CAGTCTGGCT GT 32 
[0112] 

m&m-% : 1 0 
mn<D^ : 2 6 

BB^JOaiH : &(D&m DNA 

TCGAGAGACA TGCCTAGACA TGCCTG 26 

[0 113] 
SB#I## : 1 1 
BB#f<0ft3 : 2 6 

mam : -*m 
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mmomm m<o&wt &m dna 

TCGACAGGCA TGTCTAGGCA TGTCTC 26 

[0 1 14] 
BB8I#H§- : 1 2 
S£0©*3": 2 2 
: Sttt 

S?!l©Si : ftCD&BK ^J* DNA 

TCGAGCCCGG GGGTACCGCA TG 22 
[0 115] 

: 1 3 

mnoy^ : 1 4 

IB^J©M : IKBfc 

mom : -#st 

S!#I©MI : ft! 030$ DNA 
Kaf©»« : 

#8&8M£Lfc#i£: E 
»J 

CGGTACCCCC GGGC 

[0 116] 
Wi^m^r : 1 4 

6 0 ffiliElf *P 10-3048845 
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m&]<D-&£ : 3 2 

mpKDM : mm 

mwmm •. mamrn dna 

4#«&^bfc*at: E 

TCGAGGGACT TGCCTGGACT TGCCTGTCGA CG 32 

[0 1 17] 
K*J## : 1 5 
SJ#I©:R£ : 3 2 

mn<om mm 
mam. : -#st 

m&iomm m&mm dna 

BUI 

GTACCGTCGA CAGGCAAGTC CAGGCAAGTC CC 

[0118] 
SS?U## : 1 6 
BB#J«>*3 : 1 8 
@B#J©M : 7^ Jm 

mom : -#« 

flfaSr^-tlB-S- : disul fide-bonds 
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#&&g : 1 , 1 7 
t&ffiL&^'t^m : modif ied-site 
: 1 8 

i&omm : Xaa « 12- Kt 1 *^ Kfe^f 

Cys Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu Cys Xaa 
15 10 15 

[0 1 19] 

: 1 7 

mno^ : 1 7 

ffi#f©«« : 
#$t£^t-fB# : disul fide-bonds 
#£f£af : 1 , 1 7 
^^C^^-riB-^ : modif ied-site 
: 1 7 

ffS©W$B : Xaa & N- K^Sz/b-L-*/;*-?-^ K£*"t 
ffi#f 

Cys Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu Xaa 
15 10 15 

[0 12 0] 

I2#J#-Jf : 1 8 

mmott : 1 7 

fE#Jtf>§5 : 7 ^ J m 

m<Dm : —*m 
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4#gfc£^-tIB# : disul fide-bonds 
#3t&S : 1 , 17 
#^t$r^-TfB# : modif ied-site 
ME&g : 1 7 

ft6©«* : Xaa & N-** ^-rS/^-L-S/^^^f >T 5. KfeSfe-T 

Cys Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu Xaa 

15 10 15 

[0121] 
@g#l#-J§ : 1 9 
BB#J©*3 : 1 7 

mom. : -*st 

#$t£^1-BE# : disul fide-bonds 
#3E&« : 1 , 17 
#$i:£^-riE# : modif ied-site 
##&S : 1 4 

ffc<2>fif£S : Xaa \% N 6 -T-fe^;b-L-U 

Cys Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Xaa Lys Leu Cys 
15 10 15 

[0 12 2] 

mmm^ : 2 0 

BB#I©:RS : 1 7 

6 3 tfiMMq 2 10-3048845 
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mom : -#it 
mnomm : k 

#3&&*-rSE# : modified-site 
: 1 , 1 7 

: fc<fctf 1 7 CD Xaa li-^tl-^tl^ 5 1 U^^^LT S 

#$fc£^i-f2-^ : modified-site 
#£&g : 1 7 

fi&tDfiNg : Xaa It L-$s*t4 K^^TT 

Xaa Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu Xaa 
15 10 15 

[0 12 3] 

BS#J#^ : 2 1 

BB#[©*3 : 1 6 

mmom :r$;m 
mom : -*m 

mmomm. k 

^^fcSr^-tlH-i- : cross-links 
#&&fi : 1 , 1 6 

«J©flNR : ##&*1 CD Lys « N 6 ###&fil 6 CO Leu £ T ^ K*§-&&?£ 
f&1-£ Lys 

mm 

Lys Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu 
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15 10 15 

[0124] 
@B#J## : 2 2 
mW<D-&t* : 1 6 

#$(£^-riB-S§- : disulf ide-bonds 
: 1 , 8 

#&£^i-|B# : modified-site 
: 1 6 

feomm : Xaa & L-n>fS/>7^ KSr**r 

Cys Leu Lys Ser Lys Lys Gly Cys Ser Thr Ser Arg His Lys Lys Xaa 
15 10 15 

[0125] 

1B?U## : 2 3 

BB#J©«S : 1 6 

m^Kom : 7 ^ J Wt 

mom : -*m. 

4#3£&^i"iB# : cross-links 
1, 8 

momm. : #«fif l® Lys & N 6 mfif 8 0 Asp £7^ K*£-&&?gJ* 
"f & Lys fc^f 
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^f^Ht&^-f fB-f : modified-site 
: 1 6 

ffiOfi : Xaa & L-D>f S/>7^ FSrSi" 

mm 

Lys Leu Lys Ser Lys Lys Gly Asp Ser Thr Ser Arg His Lys Lys Xaa 
15 10 15 

[0 12 6] 

K#f#-& : 2 4 

mn<D^ : 1 6 
w&mamm : f 

#^S:^-t§E-^ : cross-links 
##&fi : 7 , 13 
#^$r^-riS# : modified-site 
: 1 5 

mcomm : Xaa « L-n>f*/>7§ KSr*-r 

Leu Lys Ser Lys Lys Gly Asp Ser Thr Ser Arg His Lys Lys Xaa 
1 5 10 15 

[01] it P53His273 gBJt&JgV^$*;i/*/7 M^<Z)^JH£^-r„ 

[02] tt P53Tr P 248 Se*tS:Mv^fe^S/7 h^«©je*&a%-r o 

[03] « A431 «iM^ffl^t^i'7 hii©^^^t„ 
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[04] 1/jK-#-^>^ F p53RE11uc2 <Z>itJ&(Z>8l£l8&$:^c-r o Bg-if- «J£TFtf> 
M^Zm-to PSE: Sv40 SJilfi^^T^Q^-^- SPBG: tf-fr^f 0 -^n feT 
>lfi?fi*>f>hnx ABG: ^^jS-^O IfVffijfcaKU A tfflnS/^/W A 
SE: Sv40 SJTO^fi^^U A ^f*D^y-^;K Atk: mU^K^X? J )VX* 
$i?>*r-t--l£m%:tfV A *n^/^;i/, G418: Tn5 G418/#^- >W 

ffiftte^K Ptk: #^^;i/^^^^;i/X^^^>dr-^--lf^ , n^-^-. Pi: pBR 
322 l&Sfc PI ^D^e-*-. Ap: 7 > tf is V >ffiH4«fc^ P53RE: P 53 fS^Ig 
#U GC: GC 3}fy#;*, TATA: TATA /Jfy^X 

[05] l//K-#->^;*^ F p53RE2luc2 (D^^mM^-T . BS#«04 i: 

[06] F p53RE4luc2 tf>^f£tf>$£llf& fc^i",, H&-i§-&®4 £ 

[0 7] U/K-*-^;*^ F p53RE8luc2 <Z>5tf&<Z)®Ell&$:^-ro B&-i§-W:IS4 £: 



i o 
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ms«] mm 



i 
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[HI] 




2 
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IM2] 




3 
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[03] 




4 
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[04] 



5' -TCGAGCCCGGGGGTACCGCAT6-3' 
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#f 9- 



12 6 113 



[05] 
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[06] 
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[07] 




X 

ZT 
O 





8 
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mm: 
mm] 

mm P53 ommm dna m&m&&M&-zn:* **ijcj:»; P53 ^#tt<z>^ 

-JR* ( i ) 

R 1 (X 1 ) nl (X 2 ) 1,2 (X 3 ) n3 (X 4 ) n4 (X 5 ) 1,5 (X 6 ) 1,6 (X 7 ) 1,7 (X 8 

) n8 (x 9 ) n9 (x 10 ) 1,10 (x 11 ) n11 (x 12 ) n12 (x 13 ) n13 (x 14 ) n14 (x 

15 ) n15 (X 16 ) n16 (X 17 ) nl7 R 2 (I) 
{^tfj, X 1 ~X 17 itT$Jm&&tLfc\*m&&&&&3l't. nl~nl7li0 

§^«x p icfe^^ i^|ga^x 8 ~x 17 ^e,^^^^SX q lci3^s 

■Kl* S -S, SCH 2 S, 'C-ONH, NHCC GGG, *fc-ttC 

o 



1 
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[MJ##] 000001029 



1 
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m m a 



[0 00001029] 



i. $m*znB 
& m 



1 9 9 0*£ 8^ 6 0 
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